[

This application contains the following items: (Check all that apply) .

1. Index bl .f

2. Labeling (check one) O Oraft Labeling -~ 0 Fir;arPn'med-Labeiing
3. Summary (21 CFR 314.50(c)) ;,"! -

4. Chemistry section = = —

A. Chemistry, manufacturing, and controis information (e.g. 21 CFR 314.50(d) (1), 21 CFR 601 2) _

B. Sampies (21 CFR 314.50 (e) (1), 21 CFR 601.2 (a)) (Submit only upon FDA's request)
C. Meathods validation package (e.g. 21 CFR 314.50 (e) (2) (), 21 CFR 601.2) . R
(9

Nonclinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d) (2). 21 CFR 601.2) -

Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d) (3), 21 CFR 601.2)%

Clinical Microbiology (e.g. 21 CFR-314.50 (d) (4)) - - -

-Clinical data section (e.g. 21 CFR 314.50 (d) (5). 21 CFR 601.2)

W] Bl N] D)

Safety update report (e.g. 21 CFR 314.50 (d) (5) (vi) (v), 21 CFR 601.2) - -

10. s:ausucthzcy! (6.0. 21 CFR 314.50 (d) (), 21 CFR 601.2)

11. Case report tabulations {e.g. 21 CFR 314.50 (f) (1), 21 CFR 601.2)

12. Case report forms (e.g. 21 CFR 314.50 (f) (2), 21 CFR 601.2) - ..

13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (¢))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C.355 (b) (2) or () (2) (A)

15. Establishment description (21 CFR Part 600, if applicable)

18. Debarment cartification (FD&C Act 306 (k) (1))

17. Field copy certification (21 CFR 314.50(k) (3))

18. User Fee Cover Sheet (Form FDA 3397)

19. OTHER (Specify)

ojojojojojolojolojolojololofploioikig|cjolo

CERTIFICATION : -

I agree to update this application with new safety information about the product thal may reasonably affect the statement of contraindications.™
warnings, precautions, or adverse reactions in the draft labeling. | agres to submit safety update reports as provided for by regulation or as -
requested by FDA. If this application is approved, 1 agree to comply with ait applicable laws and regulatuons that apply 10 approved applications,
including, but not limited to the following:

1. Good manufacturing practice regulations in 21 CFR 210 and 211, 606, and/or 820.
2. Biological establishment standards in 21 CFR Part 800.
3. Labeling regulations in 21 CFR 201, 606, 610, 680 and/or 808.
4. In the case of a prescription drug or biological product, prescription drug adventising regulajjons in 21 CFR 202.
8. Regulations on making changes in application in 21 CFR 314.70, 314.71, 314.72, 314.97, 314.99, and 601.12.
6. Reguiations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.
7. Local, state and Federai environmental impact laws.
If this application applias to agrug product that FDA has proposed for scheduling under the Controliad Substances Act, | agree not to market the
prodiict urflil the Drug Effor ent Administration makes a final scheduting decision.
The data and Information: , submission have been review and, to the bast of my knowiedge are certified to be tme and accurate
Warning: a willfully faise statément is a criminal offense. U.S. Code, title 18, section 1001. :
SIGNAT! RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE
Markus F. Herzig. Executive Director Regulatory Affairs and January 24, 2001
;;wzg ) Quality Assurance )
ADORESS (Street, City, State, and ZIP° Cobo) TELEPHONE NUMBER
732 Louls Drive 215956—2200
| Warminster, PA 18874

Public reporting burden for this collection of information is estimated 1o average 40 bours per response, including the time for reviewing
instructions, searching existing dsta sources, gathering and mainteining the data needed. and completing reviewing the collection of
information. Send \comments regarding this burden estimate or any cother aspect of this collection of information, inciuding suggestions for reducing
this busden fo: .

DHHS, Reports Cearance Officer An agency may not conduct or sponsor; and a
Paperwork Reduction Project (0910-0338) person is not required to respond to, a collection of
jubert H. Humphrey Building, Room 531-H information unless it displays a currently valid OMB
200 Ingependence Avenue, S.W. control number,
washington, DC 202019
. | .
Please DO NOT RETURN this form t0 this address. .
FORM FDA 356h (7797) Cruami by Novo Nordish Pharmascasicaty, 15¢.
PAGE 2
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Pl Division of Dermatologic and
<
E Dental Drug Products
3 C Center for Drug Evaluation and Research
) Food and Drug-Administration

5600 Fishers Lane, HFD-540
Rockville, MD 20857

-
-

FACSIMILE TRANSMISSION RECORD i

"DATE: = / "Q 2” 0 / Pages (including cover) "2
TO: - qLlictus Mo q '
company: "= Orn pharma <
ADDRESS: ' .

FAX PHONE#: [72/S -4Y3- 32 | OurFax #(301) 827-2075
Voice # (301) 827-2020

MESSAGE:

»

NOTE: We are providing the attached information via telephone facsimile for your convenience.
This material shoujd be viewed as unofficial correspondence. Please feel free to contact me
if you have any stions regarding the contents of this transmission.

FR-_QM: _&L(lu Ay ﬁ&#

TITLE: Ray Yed /V?ana_fjm ,
TELEPHONE: V)-89 7. Hr3 O C

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND
PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee,
or a person authorized to deliver the document to the addressee, you are hereby notified that
any review, disclosure, dissemination, copying, or other action based on the content of this
communication is not authorized. If you have received this docunTes® in error, please

immediately notify us by telephone and return it to us at the above address by mail. Thank
you.



1. Particle Size Specification/Method/Acceptance Criteria

a). Reference is made to your correspondence dated Decembér 12, 2000,
to Ms. Debbie Pagano of PHL-DO. Please refer to Table 1 submitted with
this response. We recommend that you propose acceptance criteria for a
particle size specification for the Bulk Microspheres based on the data
submitted in this table. Your submission should also includg:a copy of the
method used to obtain the data in this Table. Please submit this in the form
of revised specifications for bulk microspheres (OraPharma Specifications
_and Test Methods Na. 110), including the particle size specification.

b). ~ At this time, we do not recommend any revision in the Regulatory
.. Spgcifications for the finished/packaged drug product (OraPharma
e cifications and Test Methods No. 112). '
2. Please submit whatever response you have to our information requests faxed on
November 28 and December 22, 2000 by no later than Jariuary 22, 2001. If
no information is available at this time, please indicate that under the specific
question. :

3. This information must be received not later than Monday, January 29, 2001, in order -
to avoid an impact on the approvability of your NDA.
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OraPharma, Inc. . -

732 Louis Drive .

732 Louis Drive s - ORAPHARMA INC.
215-956-2200 , :

Facsimile: 215-443-9531 " FAX COVER SHEET
To: Ms. Kalyani Bhatt, Project Manager From: | Markus Herzig
Company: | FDA ) | . Date: | 112/01 “
Fax No,:_ 5301-827-2091 No. of pages w/cover: | 5
RE: | NDA-50-781

X Urgent Reply ASAP Piease commaent Please review For your informstion

Dear Ms. Bhatt:

As requested, attached is the safety update submission.

If you have any questions, please don’t hesitate to contact me.

Sincerely,

NETT

Markus F. Herzig

Executive Director Regulatory Affairs and Quality Assurance

This facsimile contains confidential information intended for the person(s) named above. TT§8u have
received this facsimile in error, please notify us immediately by telephone and destroy this trassmission.

'd 10C1°CN
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- JORAPHARMA, INC. - y

www.orapharma.com

January 12, 2001

Jonathan K. Wilkin, MD ™

Director, Division-of Dermatological and Dental Drug Products (HFD-540)
Center for Drug Evaluation & Research

Food and Dru% Administration

Document Cantrol Room

9201 Corporate Boulevard . .

Rockville, MD 20850

RE. NDA 50-781
Arestin (minocycline hcl) microspheres, 1mg
Amendment: Clinical — Final Safety Update

Dear Dr. Wilkin:

732 Louis Drive

- Warminster, PA 18974

215/956-2200 Tel
215/443-9531 Fax

Reference is made to a telephone call on January 11, 2001 between Ms: K. Bhatt in -
your Division and the undersigned. Ms. Bhatt requested OraPharma, tnc. to provide a

final safety update for the above referenced NDA.

Attachment 1 summarized the clinical safety since our 120-day safety update
submission of June 16, 2000 (amendment 4.1 — 4.14). As the summary shows there

were no additional safety reports to submit, as no studies were ongoing until the start-up

recently of some pilot-studies.

" Sincerely,

%émﬁ

Markus F. Hem;2 7 o
Executive Director, Regulatory Affairs and Quality Assurance

Form FDA 356h
Submitted in duplicate

If you have any questions regarding this submission, please contact me at (215) 956-
—2207. T i

-
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Form Approved: OMB No. 0910-0338

DEPARTMENT OF HEALTH AND HUMAN SERVICES . | Expiration.Date: Apri! 30, 2000
FOOD AND DRUG ADMINISTRATION See OMB Statement on page 2.
4 .- 7 FORFDAUSE ONLY

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, | arruicationnpmser
OR AN ANTIBIOTIC DRUG FOR HUMAN USE -~ -

2 2
’

.

(Tie 21, Code of Federal Regulations, 314 & 601) '
APPLICANT INFORMATION , ‘
NAME OF APPLICANT DATE OF SUBMISSION : -
OraPharma, inc. _ - January 12, 2001 :
TELEPHONE NO. (inciude Ares Code) FACSIMILE (FAX) Number (Include Area Cade)
215-956-2200 215-443-9531 -
APPLICANT ADDRESS (Number, Street, Clty, State, Country, ZIP Code o Mall Code, AUTHORIZED U.S. AGENT NAME 8 ADDRESS {Number, Street. City, State,
anc U.S. License number if previously Issued): 2IP Code, telaphone & FAX numbper) IF APPLICABLE
732 Louis Drive Markus F. Herzig 1
Warminster, PA 18974 . . - - . 732 Louis Drive _

_ Warminster, PA 18974

PRODUCT DESCRIPTION _j

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 50-781

ESTABLISHED NAME (8.g., Proper name, USP/USAN namse) Minocycling PTS | PROPRIETARY NAME (trade @ame) IF ANY ARESTIN™
(Minocycline Periodontal Tharapeutic System)

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (If any) 7 - dimethylamine - 6 - demethyl - 6 - CODE NAME (if any) -
geoxyletracydine hydrochloride .
DOSAGE FORM: topical STRENGTHS: 1mg ROUTE OF ADMINISTRATION: Subginglval

(PROPOSED) INDICATION(S) FOR USE: Adjunclive therapy to scaling and root planing procedures in patients with aduit periodontitis

APPLICATION INFORMATION

sBPLICATION TYPE ’

k one) B3 NEW DRUG APPLICATION (21 CFR 314.50) [0 ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314 94)

O 8IOLOGICS LICENSE APPLICATION {21 CFR pan 601) -
IF &N NDA, IDENTIFY THE APPROPRIATE TYPE B 505 (b) (1) 0 505 ) (2) 0 so7
IF AN ANDA, OR AADA. IDENTIFY THE REFERENCE LISTED DRUG PROOUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Molder of Approved Application -
TYPE OF SUBMISSION .
{check one) [0 ORIGINAL APPLICATION [ AMENDMENT TO A PENDING APPLICATION 3 resusmssion
»
O presusmission (O ANNUAL REPORT (J ESTABLISHMENT DESCRIPTION SUPPLEMENT [ suPAC SUPPLEMENT
O &FFICACY SUPPLEMENT LABELING SUPPLEMENT [3 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT ] OTHER

REASON FOR SUBMISSION ! stod Information
PROPOSED MARKETING STATUS (check one} I (X PRESCRIPTION PRODUCT (Rx) I [ OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED

THIS APPLICATION IS  [X) paPER [0 PAPER AND ELECTRONIC O eLecTrONC

ESTABLISHMENT INFORMATION

Provide locstions of 3t manufacturing, packeging and control sites for drug substance snd drug product (continuation Sheets may e used it necessary). Inciude name,
sddress. contact, telephone number, registration number (CFN), DMF number, and menufacluring steps and/or type of testing (e.9. Finat gosage form, Staditity testing)
conducted at the site. Piesse indicats whether the site is ready for Inspection of. if not, whan it will be ready.

NA

A

Cross References (list relatod License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs-nferenced in the current
application)

NA
M FDA 358h (7/97) =
. PAGE 1
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This application contains the following items: (Check all that apply) -— -

1. Index . ’

2. Labeling (check one) ) X Draft Labeling ) - O Fina’I Fripted Labeling
3. Summary (21 CFR 314.50(c)) . -';,éj )

4. Chemistry section

A. Chemistry, manufacturing, and controls information (e.g. 21 CFR 314.50(d) (1), 21 CFR 601.2) N

B. Sampies (21 CFR 314.50 (e) (1), 21 CFR 601.2 (a)) (Submit only upon FDA's requast)

C. Methods validation package (e.g. 21 CFR 314.50 (e) (2) (i), 21 CFR 601.2) - - -

-

Nondinical pharmacology and toxicology section (e.9. 21 CFR 314.50 (d) (2). 21 CFR 601.é) ’

Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d) (3), 21 CFR 601 .2)7

""Clinical data section (e.g. 21 CFR 314.50 (d) (5). 21 CFR 601.2) -

S
6
7. Clinical Microbiology (e.g9. 21 CFR 314.50 (3)'(4)) - "
8
9

Safety update report (e.g. 21 CFR 314.50 (d) (5) (vi) (b), 21 CFR 601.2)
10. smggpgs_gqé (e.9. 21 CFR 314.50 (d) (6), 21 CFR 601.2)

11. Case report tabUlations (e.g. 21 CFR 314.50 () (1). 21 CFR 601.2)

12. Case raport forms (e.g. 21 CFR 314.50 (f) (2), 21 CFR 601.2) - -

13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (¢))

14. A patent certification with raspact 1o any patent which claims the drug (21 U.S.C.355 (b) (2) or (j) (2) (A)

15. Establishment description (21 CFR Part 600, if applicabla)

16. Debarment certification (FO&C Act 306 (k) (1))

17. Field copy certification (21 CFR 314.50(k) (3))

18. User Fea Cover Sheet (Form FDA 3397)

18. OTHER (Specify)

WDDDDDDDDDDEDDDDDDDDDDD

<ERTIFICATION

| agree to update this application with new safety information about the product that may reasonably atfect the statement of contraindications,
warnings, precautions, or adverse reactions In the drafi labeiing. | agree to submit safety update reports as provided for by regulation or as -
requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
including, but not limited to the following: . T -
Good manufacturing practice regulations in 21 CFR 210 and 211, 6086, and/or 820.
. Blological establishment standards in 21 CFR Part 600. . _
Labeling regutations in 21 CFR 201, 606, 610, 660 and/or 809.
In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202.
Regulations on making changes in application in 21 CFR 314.70, 314.71, 314.72, 314.97. 314.99, and 601.12.
. Reguiations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.

7. Local, state and Federal enviconmental impact laws.
if this application applies to-sgiirug product that FDA has proposed for scheduling under the Controlled Substances Act, | agree not 10 market the
product unt! the Drug Emﬁem Administration makes a fina! scheculing dacision.
The data and information- 7Rs submission have been review and, to the best of my knowledge are cartifiad to be true and accurate.
Warning: a willfully false statemant is a criminal offense, U.S. Code, tite 18, section 1001. ’

PREWN

SIGNATY F RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE
é T . Markus F. Merzlg, Executive Director Regulatory Affairs and January 12, 2001
h 3 Quality Assurance )
ADDRESS (Strest, City, State, and 2IP Code) TELEPHONE NUMBER
732 Louis Drive 215-956-2200
Warminster, PA 18974

Public reporting burden for this collection of information is estimatad to average 40 hours per response, inctuding the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed. and completing reviewing the collection of
information. Send'comments regarding this burden estimate or any other aspect of this coflection of information, ingluding suggestions for reducing
this burden to: .-

DHHS, Reports Clearance Officar An sgency may not conduct or sponsof, and a

Paperwork Reduction Project (0910-0338) parson Is not required to respond to, a collection of

Hubert H. Humphrey Buiiding, Room 531-H information uniess it displays 8 cumently valid OMB

200 independence Avenue, S.W. control number.

Washington, DC 20201

- C e
—~F
. Pigase DO NOT RETURN this form to this address. .
FORM FDA 356h (7/37) Cravimd by Neve Nurdinh Pharmecmescals, Inc.
PAGE 2
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ATTACHMENT 1: ' S .

Safety Summary : _ "t

> Study Protocol OPI-106 was an open label extension at Dr. Persson’s site to evaluate
patient treatment needs following application wit Arestin™. No further drug treatment
occurredyin study OPI-106, beyond that which was administered in Protocol OPI-103A in °
these padents. '

Patients enrolled 35 ’ .
o Patients completed 30

o No adverse events reported
> A single patient (compassionate use) was treated under protocol OPI-125. -
o0 No adverse events reported

> Five (5) pilot study protocols were submitted to the IND ———and have enrolled the
following numbers of patients so far:

Study Number No. Patients
OPI-123 3
OPI-126 4
OPI-127 5 ,
OPI-128 0
OPI-130 5

# j o No adverse events reported

Conclusion: No further safety information can be added to the report submitted for the 120-
- day safety update; as only a few additional patients bave been treated.

- -
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- .
OraPharma, Inc. o . !

732 Louis Drive - ORAPHARMA INC.

Warminster, PA 18974
215-956-2200

Facsimile: 215-443-9531" ' : "~ FAX COVER SHEET
To: Ms. Kalyani Bhatt, Project Manager From: 'I\;Iarkus Hernig

.- | Division.of-Dermatologic / Dental Drug B C -
Fpmpan) | Products . Date: | 1/11/01
Fax No.: 301-827-2091 : ' No. of pages w/cover: | 2
RE:"~  ~] Marketing Exclusivity
X Ument Reply ASAP Please comment Plgase review DFor your information
Kalyani: -

Attached is Amendment 22.1 regarding the market exclusivity.
If you have any questions, please contact me at (215) 956-2207.

Thank you,

~,-/L,/s

Markus F. Hemg

-This facsimile contains confidential information intended for the person(s) namcti ai;ove: IT y3h have
received this facsimile in error, please notify us imediately by telephone and destroy this oramsmission.

2/l e BGTLON | Nd1E:h 1007 " 11 ver



Food and Drug Administration
Center for Drug Evaluation and Research
I Office of Drug Evaluation V... -

1’!

FACSIMILE TRANSMITTAL SHEET

. -
-

DATE: January 10, 2001

To: Markus F. Herzig o From: Kalyani Bhatt -

Company: Orapharma, Inc Division of Division of Dermatologic & Dental
] Drug Products -

Fax number: 23.-443-3\531 Fax number: 301-827-2075

Phone number: 215-956-2200 Phone number: 301-827-2020

.

Subject: Chemistry Micro Review Completed for NDA 50-781

Total no. of pages including cover: 2

Comments: ' -

We are providing these comments to you before we complete our review of the entire application to give
you preliminary notice of issues that we have identified. In conformance with the prescription drug user fee
reauthorization agreements, these comments do not reflect a final decision on the information reviewed and
should not be construed to do so. These comments are preliminary and subject to change as we finalize our
review of your application. In addition, we may identify other information that must be provided before we
can approve this application. If you respond to these issues during this review cycle, depending on the
timing of your response, and in conformance with the user fee reauthorization agreements, we may not be
able to consider your response before we take an action on your application during this review cycle.

Document to be mailed: QYES NO

- THIS DOCUMENE IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED '
AND MAY C IN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW. ' . : -

i you are not the addressee, or a person authorized to deliver this document to the addressee, you

* are hereby notified that any review, disclosure, dissemination, copying, or other action based on the
content of this communication is not authorized. if you have received this document in error, please
notify us immediately by telephone at (301) 827-2020. Thank you.

.,.
4

le



Please see commments from the CMC Microbiology Reviewer.

-
-

List of Deficiencies and comments: ;

1. The sponsor states on page 5 of this submission that a test for E. coli
as an objectionable organism will be added as a specification. Please
provide a-test method for detection of E. Coli and add the absence of
E. coli to the drug product specifications. .

2. The sponsor also states that they will evaluate alternate testing
methodology based on unit dose pooling and testing bulk drug
product as a replacement for the current method. The sponsor should
note that if they desire to change to an alternate method for routine
testing they must inform the agency of this change either as an
amendments to this application (prior to.the approval of the
application) or as a supplement to an approved application.

‘\\.



———— ——

TIME : JAN 18 'B1 17:44
TEL NUMBER : 3018272075
NAME : FDR/DTDP- -
- ) é
NBR FILE DATE TIME DURATION PGS TO DEPT NB& MODE STFiTUS
. _‘.‘flﬂ )
826 F.3 JAN. 18 17:43 00742 2 812154439531 N ‘p  EC M OK
g
. .
»



Division of-Dermatologic and
Dental Dtug Products

Center for Drug Evaluation and Research
Food and Drug Administration.

5600 Fishers Lane, HFD-540

Rockvnlle, MD 20857

. -
-

FACSIMILE TRANSMISSION RECORD"

'DATE: / 8 O O Pages (lncludlng cover) Za
TO: - j Mavtys Hrezi'a

compaNy: - _(a {OAa(m A

ADDRESS: ' a

FAXPHONE#: 21S- Y2 =93/  ourFax#(301)827-2075
Voice # (301) 8272020

MESSAGE: » | _
Heres a 2ad copy et was drrad

45 p o

Ld

NOTE: We are providing the attached information via telephone facsimile for your convenience.
This material shogld be viewed as unofficial correspondence. Please feel free to contact me

if you have any-e¥estions regarding the contents of this transmission.
FROM: WM géaﬁ

TITLE: FNY -
TELEPHONE: @oz 2-2020_

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND
PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee,
or a person authorized to deliver the document to the addressee, you are hereby notified that
any review, disclosure, dissemination, copying, or other action based on fjre content of this
communication is not authorized. If you have received this document in error, please

immediately notify us by telephone and retumn it to us at the above address by mail. Thank
you.



(

CMC Labeling comments: _NDA 50-781. '

re

Arestin (minocycline hydroéhloride) '~

Mierospheres, 1 mg
DESCRIPTION
Arestin (minocycline hydrochloride) Microspheres is a subgmglval sustamed-released
product containing the antibiotic minocycline hydrochloride incorporated into a
bioresorbable polymer, poly(glycolide-co-dl-lactide) or PGLA, for professional
subgingival administration into periodontal pockets. Each unit dose dispenser delivers

‘minocycline hydrochloride equivalent to 1 mg of minocycline free base.

The In’éjé‘c;_ﬁ: formula of minocycline hydrochloride is C33H27N307- HCI, and the

molecular Weight is 493.94. The structural formula of minocycline hydrochloride is:

_——m—————-

HOW SUPPLIED

Arestin (mmocyclme hydrochloride) Microspheres, 1 mg is supplied in unit doses of 12
in one tray (NDC number) packaged with desiccant in a heat-sealed foﬂ

' laminate resealable pouch. Thefe are two pouches in each box.

Storage Conditions
Store at 20-25°C (68-77°F): excursions permitted to 15-30°C (59-86°F).
Avoid exposure to excessive heat.
RX only

Manufactured for OraPharma, Inc.

Distributed by: ORAPHARMA, INC.

-

Yoo

We have the !;llowing comments on the container label (submission dated August 16, *
2000) < |

-

1.  Minocycline HCI should be more bold with respect to prommence m relation to the
trademark, Arestin

2. -The label simuld include statement - Rx Only

3. Stéiage statement should be consistent with the above recommendations.
Store at 20-25°C/60% RH ~



OraPharma, Inc.
732 Louis Dnive
Warminster, PA 18974

215-956-2200

B ’
*

ORAPHARMA INC.

Facsimle: 215-443-953] . FAX COVER SHEET
To: Ms. Kalyan Bhatt, Project Manager From: ["Markus Herzig
Company: | FDA Date: 4_'1'/3/01, ]
‘Fax No.: 301-827-2075 No. of pages w/cover: | 7
RE:. - - -] NDA-50-781

.
X Urgent Reply ASAP Please comment Dplease review’ For your informstion
Ms. Bhatt:

We will officially submit a color copy of the Pouch and Box labels tomorrow.

If you have any questions, please don’t hesitate to contact me.

Sincerely,

Markus F. Herzig
Executive Director Regulatory Affairs and Quality Assurance »

C .

This facsimile contains confidential information intended for the person(s) named above."ffyou have
_1eceived this facsimile in erxor, please notify us immediately by telephone and destroy this transmission.

17t -4  FRRN-ON
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("

RAPHARMA, INC. . A

wwworapharma.com

January 3, 2001

Jonathan K. Wilkin, MD -
Director, Division of Dermatological and Dental Drug Products (HFD 540) -

Center for Dru
Food and ‘Drui

Evaluation & Research

Administration

Documiént Control Room
9201 Corporate Boulevard .
Rockville, MD 20850

RE:

NDA 50-781
Arestin (minocycline hcl) microspheres, 1mg -
Amendment: Pouch Label and Box Label

Dear Dr. Wilkin:

732 Louis Dri_ve

. Warminster, PA 18974

215/956-2200 -Tel
215/443-9531 Fax

Reference is made to a teleconference held on December 22, 2000 between Drs. -
DeCamp, Gautam-Basak and Ms. Bhatt in your Division and representatives from
OraPharma, Inc. during which NDA CMC issues were discussed. At the end of the
teleconference, the undersigned requested input from the FDA regarding our pouch

labels for the Arestin product. The reason for this request is the extremely long lead-

time for the production of these labels and | was assured by Dr. DeCamp that we would-
receive feedback on this pouch label along with the CMC points rgised during our
teleconference.

_In an earlier di
the same texdd

ussion with Ms. Bhatt, | raised the same issue and'was informed that if

being used as in the draft package insert the label may be acceptabie

. unless the Chemistry reviewer has objections to the artwork. Further, in order to -
complete our filling and packaging validation, we would need to have pouch labels to

- fulfill the validation procedures.

We have reached the time where we would have to produce the pouch labels at risk
and great cost to our company and respectfully ask for your feedback by Friday
morning, January 35, 2001.

| will contéct Ms. Bhatt on Friday and hope to receive your acceptance for the pouch
label. We also included the box label, and if at all possible, would appreciate to receive
your feedback as well. -

/77 d

FARN-ON

g

TIRS RN SR o

nn7 & -NDPN



If you have any questions regarding this submission, please oonié@t me at (215) 956-
2207. T

'}
Sincerely, - '

TR )

Executive Director, Regulatory Affairs and Quality Assurance

.

Form FDA 356h
Submitted in duplicate
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Farm Approved: OMB No. 09100338

DEPARTMENT OF HEALTH AND HUMAN SERVICES Expiretion Date: April 30, 2000
FOOD AND DRUG ADMINISTRATION : Sbe OMH Stetement on page 2,
J. -~ FORFDAUSEONLY
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, APPLICATION NUMBER
OR AN ANTIBIOTIC DRUG FOR HUMAN USE 1. ' .

(Title 21, Code of Federal Regulations, 314 & 601) A

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION _
OraPharma, lnc . January 3, 2001 :
TELEPHONE NO. (Ino\deAma Code) FACSIMILE (FAX) Number (IndudeAme Code) -
215-956-2200 215-443-9531 -
APPLICANT ADDRESS (Number, Street, City, State, Courtry, ZIP Code or Mavl Codo AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, C'!y State,
ond U.S. License number i previously Issued): ZIP Code. tetephone & FAX numbar) IF APPLICABLE
732 Louis Drive Markus F. Herzig K
Warminster, PA 18974 = _ - . . 732 Louis Drive ~

. Warminster, PA 18974

B =

PRODUCT DESCRIPTION _ _j

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously igsued) 50-781

ESTABLISHED NAME (e g., Proper name. USP/USAN name) Minocydline PTS PROPRIETARY NAME (tadewiame) IF ANY ARESTIN™
{Minocydiine Periodontal Therapeutic System)

CHEMICAL/BICCHEMICAL/BLOO0 PRODUCT NAME (if gny) 7 - dimethylamine - 6 - demethyl - 6 - CODE NAME (if any) —
deoxytetracyctine hydrechioride
DOSAGE FORM: topical STRENGTHS: 1 mg ROUTE OF ADMINISTRATION: Subgingival

(PROPOSED) INDICATION(S) FOR USE: Adjunctive therapy to scaling and root pianing procedures in patients with adult periodontitis

APPLICATION INFORMATION

APPLICATION TYPE
¢k one) BJ NEW DRUG APPLICATION (21 CFR 314.50) [J ABBREVIATED APPLICATION (ANDA. AADA, 21 CFR 314 94)
{3 BIOLOGICS LICENSE APPLICATION (21 CFR pert 601) )
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE X 505 ®) (1) O 505(b) (2) 0O so7 )
IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BAS!S FOR THE SUBMISSION
Name of Drug Holder of Approved Application
TYPE OF SUBMISSION
(check one) [ ORIGINAL APPLICATION X AMENDMENT TO A PENDING APPLICATION O resusmission
» .
O eresusmissION [J annuaL REPORT [0 ESTABLISHMENT DESCRIPTION SUPPLEMENT [J supac suPPLEMENT
.[J-eFcgacy supoLEMENT LABELING SUPPLEMENT (] CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT  [] OTMER

REASON FOR SUBMISSION Requisting information

PROPOSED MARKETING STATUS (check one) l [ PRESCRIPTION PRODUCT (Rx) l [J OVER THE COUNTER PRODUCT (OYC)

NUMSER OF VOLUMES SUBMITTED THIS APPUCATION IS [} PAPER . [[] PAPER AND ELECTRONIC [0 eLectroNiC
ESTABLISHMENT INFORMATION

Provide locations of 8l menufacturing, packeging and conto! sites for drug substance and drug product (continuation sheets may be used if necassary).. Include name,
J0aress. contadt, telephone number, registretion number (CFN), DMF numbsr, and menufacturing s¥aps and/or type of testing (e.g. Finsl dosage form. Stability testing)
conducted at the site. Pleasendmtawhsthovmosnsmrmd,fonr@mona i not. whan it will be ready.

NA

Cross Refarances (list retated License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current
application)
‘q

S
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-

This application contains the following items: (Check all that apply)

1. Index . ) o — -

2. Labeling (check one) (3 Draft Labeling * O Final Prjriﬂed Labeling
3. Summary {21 CFR 314.50(c)) ) B " e

4. Chemistry saction ‘4

A. Chemistry, manufacturing. and controls information (e.g 21 CFR 314.50(d) (1), 21 CFR 601.2).

B. Samptes (21 CFR 314.50 (e) (1), 21 CFR 601.2 (2)) (Submit only upon FDA's request) -

C. Methods validation package (e.g. 21 CFR 314.50 (e) (2) (i), 21 CFR 601.2)

Nondiinical pharmacotogy and toxicology section (e.g. 21 CFR 314.50 (d) (2), 21 CFR601.2) _» i

Human phanmacokinetics and bicavaitability section (e.9. 21 CFR 314.50 (a) (3), 24 CFR 601.2)

Clinical data séction (e.g. 21 CFR 314.50 (d) (5), 21 CFR 601.2)

5
6
7. Clinical Microblology (e.g. 21 CFR 314.50 (d) (4)) . 1
8
9

Safety update report (e.g. 21 CFR 314.50 (d) (5) (Vi) (b), 21 CFR 601.2)

10. Statistical sectign (a.g. 21 CFR 314.50 (d) (6). 21 CFR 601.2)

11. Case.repodt tasglations (e.9. 21 CFR 314.50 () (1). 21 CFR 601.2)

12. Case report forms (e.g. 29 CFR 314.50 (f) (2), 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S5.C. 355 (b) or (c)) hd o

14. A patent certification with respect to any patent which claims the drug {21 U.S.C.355 (b) (2) or (j) (2) (A)

15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306 (k) (1))

T

17. Fileld copy certification (21 CFR 314.50(k) (3))

18. User Fee Cover Sheet (Form FDA 3397)

19. OTHER (Specify)

olololololololololoololololclooololo|xio

CERTIFICATION

apree 1o update this application with new safety information about the product that may reasonably affact the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. 1 agree to submit safety update reports as provided for by regulation or as ~~
requested by FDA. If this application Is approved, | agree to comply with all applicable laws and regulations that apply to approved apphw(-ons -
induding, but not limited to the following:
. Good manufacturing practice regulations 16 21 CFR 210 and 211, 606, and/or 820.° - -
Bilological astablishment standards in 21 CFR Part 600.
Labeling regutations in 21 CFR 201, 606, 610, 660 and/or 809. )
In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202.
Regutations on making changes in application in 21 CFR 314.70, 314.71, 314.72, 314.97#314.99, and 601.12.
. Regulations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.
Local, state and Fedaral environmental impact laws.
it this apphcahon applies to g drug product that FDA has proposed for scheduling under the Controlled Substances Act, | agree not to market the
product vt the Drug Entor nt Administration makes a fina! scheduling decision.
The data and informat: is submission have been review and, to the best of my knowledge are certified to be true and accurate.
Warning: 8 willfully falsa statement Is a criminal offense, U.S. Code, title 18, section 1001.

NowaswNa

SIGN € OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND NTLE DATE
— ’ Markus F. Herzig, Executive Director Ragulatory Affairs and January 3, 2001
h Quality Assurance

ADDRESS (Strest, City, State, and ZIP Cods) - TELEPHONE NUMBER

732 Louis Drive 215-956-2200

Warminstar, PA 18974 C-

Public reporting burden for this collection of information is estimated to sverage 40 hours per response, including the tme for }eviewing
instructions, saarching existng data sources, gathering and maintaining the data needed, and complating reviewing the collection of
ifformation. Send- comments ragarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing
this burden to: N

DHHS., Reports Clearance Officer An agency may not! conduct or sponsor, and a

Paperwork Reducton Project (0910-0338) person i3 not required to respond to, a collection of

Hubert H. Humphrey Building, Room 531-H information unlass it displays 8 curantly valid OMB

200 independence Avenue, SW. control number.

washington, DC 20201

‘ ¥
Please DO NOT RETURN this form to thig address. . .
rORM FDA 356h (7/87) Crestcd by Neve Nordoh Pharmacvaticals, Jax.
PAGE 2
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minocycline HC/

~Microspheres
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MICROSPHERE DELIVERY SYSTEM '
-
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. . o
NDC 65976-100-24 i “

12 cartridges: each contains
} mg of minocycline

For subgingival application

" Stove at room temperature

(20°C-215°C/60F-TT"F)

To order.
Call 1-B66-ARESTIN (273-7046)
ot visit out Web site at wwa.arestin.com.

Please see compline: frescribing koraation.

Rx only

Manulactyred for:

ORAPHARMA, INC.

732 Louis Deve, Warrinatee, PA 18974

Place holder for Lot 3 and exp. date

1.75"x 5"

FPO GREEN

Orapharma Pauch Label
7" x 2 3/4" /8" carner radius

* Unwind position: 4 .
Acucote 60# Semigloss/40# SCK/AC-34TA

]
4.“‘

PHARMAGRAPHICS # DRA MPT 08441 Pouch Label Oate Set 121400
Cent/Product: OraPharma/Arvestin . AD: I3

Progi w7

Revise Date: 12/29/00  Op: ¢it,mg,Ir.ah, pok,af, md
Colors: 4/c process Galley # 10 1
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OraPharma, Inc. o o l '

732 Louis Drive S Th

732 LouisDrive - ORAPHARMA INC.
215-956-2200 )

Facsimile: 215-443-9531 ’ 7. FAX COVER SHEET
To: Ms. Kalyani Bhatt, Project Manager From: | Markus Herzig
Company: | FDA -~ I Date: | 1/3/01

Fax No.: 301-827-2075 No. of pages w/cover: | 7
RE:" " " NDA-50-781

-

X

Urgent Reply ASAP Please commaent Please review ‘ For your informstion '

Ms. Bhatt:

We will officially submit a color copy of the Pouch and Box labels tomorrow.
If you have any questions, please don’t hesitate to contact me.

Sincerely,
7&9 % /a’j y,

Markus F. Herzig
Executive Director Regulatory Affairs and Quality Assurance '

This facsimile contains confidential information intended for the person(s) nam#d-above_ {u have
received this facsimile in error, please notify us immediately by telephone and destroy this transmission.

/L g 9060°ON WYPS: 1L 1007 b tver



OraPharma; Inc.
732 Lows Dnive
Warminster, PA 18974

215-956-2200

ORAPHARMA INC.

Attached are my teleconference weekly minmes'you requested.

%ﬂﬂv)

Markus Herzig

Facsimile: 215-443-9531 -~ FAX COVER SHEET
To: Ms. Kalyani Bhatt, Project Manager From: bflarkus Herzig
-~ | Division of Dermatologic/Dental Drug - g .

Company: | Products _ Date: | 12-22/00
Fax No.: 41 301-827-2075 No. of pages w/cover: | 3
RE: 7| Tejeconference Meeting Minutes — November 28, 2000

Urgent Reply ASAP Piease comment Pilease review For your information A
Ms. Bhatt,




FDA Contact Report Date* November 20 2000

‘ "‘

Project: Arestin - FDA Inifiated

o - OraPharma, Inc. Initiated
IND # NDA #:50-781 .
Contact Person: Ms. K. Bhatt, Project Manager — 302-827-2023

Division of Dermatologic and Demsél Drug Product

i
Teleconference beld on December 19, 2000, 2:30 pm. '
FDA participants:  Dr. W. DeCamp — Chemistry Team Leader
—— Dr. M. Gautam — Basak — Chemistry Revnew
| Ms. K. Bhatt — Project Mapager

o - —

OraPbarma participants: Dr. R Lawter — Ex. V. P. Chief Scientific and Technical Officer
Mr. M. Herzig - RA/QA

Dr. DeCamp informed OraPharma that there are several ttemns for which FDA requests
additional information and or clarification.

1. In the methods validation volume 2.1 submitted on April 12, he identified that 1t is

incomplete as it did not contain detailed data information. He requested that we submit
raw test data for drug substance lot 03868 and final product lot 9366C.

handle.

3. He inquired about the telefax FDA sent to OraPharma dated November 28, 2000
regarding particle size distribution specifications for the final product.

4. Dr. DeCamp pointed out that the flow chart in Volume 1.3 (original NDA) and the
info ion provided in volume 1.7 (original NDA), is not oonsxstem and requested
-
5. Dr. DeCamp pointed out that our release test results show large variations and asked for
our explapation and why such data should be acccptable or the test is suitable.

6. Dr. DeCamp requested a COA from the dispenser componems from
——— and specification information for critical dimensions.

2. Dr. DeCamp asked for a sample of actual dispensers (cartridges) and a sample dispenser |-

£/7 ~d - 9090°ON Wy80:6 0000 "¢¢°
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As a more general concern, FDA stated that they are not comfortable wnh our oomrol for the
filling of each unit dose cartridge. They are aware of the static build-up and wam to know how
we intent to control the filling process. Dr. Lawter explained that this is accomphshcd by our
weight check during the filling process and by testing umformxty of dosage units as wellasthe | - -
release testing of minocycline from the product. Addmonally, 100% of each unit dose is N
visually inspected. ]
Dr. DeCamp asked OraPharma when we would be able to respond to their November 28 telefax
which requested particle size distribution specifications for our product. Br. Lawter explained
that we have identified a contract laboratory which will be able to conduct such testing. They-
are in the process-of validating the method after which théy would generate the data FDA
requested. Dr, Lawter asked Dr. DeCamp if be feels that the -
identified wggd be satisfactory. Dr. DeCamp stated that as long as the distribution is unimodal
as which he believes it is, it would be a reliable method should provide such assurance.

FDA asked whetber or not we could use the USP weight variation test to show accuracy of
product fill into the unit dose cartridges. Dr. Lawter explained that method is not usable as our’
dosage of 4.5 mg. is too small to use the USP method. In lieu of such a test, Dr. Lawter stated
that we use a test for uniformity of dosage unit.

Mr. Herzig asked if FDA could provide us with feedback on the pouch labels in order for s
OraPharma to complete filling and packaging violation. He stated that the leadtime for these
labels is rather long and it would be very belpful to receive their input. Dr. DeCamp stated that
we would receive feedback along with the issues discussed in a telefax from the FDA

Mr. Bhatt then asked Mr. Herzig to prepare the meeting minutes of this conversation whichhe |
agreed to prepare and fax to FDA.

We thanked FDA for the information exchange and reiterated that we will work expeditiously to
prepare our responsces. The conversation was then concluded.

»

-

Signatnn:'%ﬁo EXa ? D Date: ’2/2//p0

o nAnn - A ) WYRN:R  NAN7 -27°98(



Center for Drug Evaluation and Research

‘Food and Drug Administration

g . '~ 5600 Fishers Lane, HFD-540
E ) Rockville, MD 20857

B gl | ~ Division of Dermatologic and
g., d/cv “Dental Brug Products
%,

-
-

FACSIMILE TRANSMlSSION RECORD

' DATE: | j,’ZJ ZZ/ 00 Pages (including cover) '5 _

- TO: ' g M&/Z//é MA?M . | ‘ -
coMPANY: -3 _Q.Ca_ﬂbacma Jg _

ADDRESS: ' s - I

FAXPHONE#: /S - YY3- 9S3/  OurFax# (301) 827-2075
Voice # (301) 827-2020

MESSAGE:
Marbus.__
 Bttaho S drve HRe CMC  sswe S

»

NOTE: We are providing the attached information via telephone facsimile for your convenience.
This material should be viewed as unofficial correspondence. Please feel free to contact me
- iiyou have any uestions regarding the contents of this transmission.

FROM: % a4y g//ldﬁ

TITLE: ,,,(, L .
TELEPHONE: 301 K2 - :z()? 0 - -

THIS DOCUMENT IS INTENDED 'ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND
PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee,
or a person authorized to deliver the document to the addressee, you are hereby notified that
any review, disclosure, dissemination, copying, or other action based on the content of this
communication is not authorized. If you have received this’ ‘documant in efror, please

immediately notify us by telephone and retumn it to us at the above addréess by mail. Thank
you.
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i

CMC comments as discussed at the t -con of Dccember 19 2000 w1th -
OraPharma (NDA 50- 781) _ . . N

-

1. Method validation package (Vol. 2.1) received on 4/12/2000 is
incomplete. Certificate of Analyses for samples listed (1 e. Lot #
03868 for Minocycline hydrochloride Drug Substance and Lot
#98336C for the finished drug product) along with full specification

Sesults should be provided.

2. Your response to our CMC Information Requcst letter faxed on ) -
November 27, 2000 is outstanding. '

3. Please ship a representative unit dose dispenser/delivery system (i.e.
dispenser with handle) including one filled/packaged dosage unit.

4. Provide COA (from ) and acceptance criteria (from PCI,' Inc.)

for dispenser cartridge unit.

5. The packaging flow-chart (Vol. 1.3, page 26) and packaging directions
for batch no. 98214 (Vol. 1.7, Tab 4.8 Batch Documentation) are not
consistent.

In response, the applicant informed that the packaging directions for
batch No. 98214 are for the — filling machine. For the

to-be-marketed product packaging will be performed using
’ 3——\ * machine.

A description of the packaging'proéedure for to be marketed product
using filling machine should be provided.

6. On page 186 (Vol. 1.7) you have indicated that the %.accountabili-ty -
should be between '%. The % accountability for batch no.

.. 98214 was about ——b with an overall yield of —%. On page 154

you have included a Deviation Report where it is indicated that
“There will be no corrective measures at this time”. Please explain.
—-F



- é

- ’
What corrective measures are planned in future for such deviations?

7. -Describe various controls that are employed for cheéi{ing ﬁ]i weight of
the dosage units. This should include information on sampling
procedures.. o

- -
-

—

e —— -



MESSAGE CONFIRMATION

12/22/89 12:24
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DATE-TIME TIME DISTANT STATION ID |PAGES |RESULT |ERROR PAGES S.CODE
12722 12:23] @8'43"|912154439531 . _ [e@3803|0K 8202
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Division of Dermatologic and -
Dental Drug Products

Center for Drug Evaluation and Research

’ Food and Drug Administration
5600 Fishers Lane, HFD-540

- . Rockville, MD 20857

FACSIMILE TRANSMISSION RECORD
' DATE: j,l/ 22/00 Pages (including cover) - >

To: | _.Mz_é&é‘? : .
COMPANY: —Qra_phacmie . '
ADDRESS: - S
FAXPHONER: R[S = Y43 - 953/ ourFax#(301) 8272075
- -* Voice # (301)827-2020

MESSAGE: -
. Martus.
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(c DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
) Food and Drug Administration

Rockville MD 20857

Division of Dermatologic and Dental Drug Products
' Office of Drug Evaluation V-
Center for Drug Evaluation and Research
Food and Drug Administration
© 9201 Corporate Boulevard, HFD- 540 ~ .
Rockville, MD 20850 o

FACSIMILE TRANSMISSION i

DA&'E: ~ November 28, 2000 - Number of Pages 2 s

— , (Including cover sheet)
TO: ----—-# Markus Herzig
COMPANY: ~ OraPharma , -
FAX #: 215-443-9531 v -

MESSAGE: Please see comments for the submission dated November 3, 2000. NDA 50-781,
' ARESTIN (minocycline hydrochloride) microspheres 1mg

FROM: Kalyani Bhatt

TITLE: Project Manager

PHONE #: 301-827-2020 ~
FAX #: 301-827-2075/2091 :

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO
_WHOMITI DRESSED AND MAY CONTAIN INFORMATION THAT IS
PRIVILE 'CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER
- APPLICABLE LAW. If you are not the addressee, or a person authorized to deliver the |
__document to the addressee, you are hereby notified that any review, disclosure,
dissemination, copying, or other action based on the content of this communication is not
authorized. If you have received this document in error, please immediately notify us by
telephone. :

N
“



'1.)

2)

NDA 50-781-000 ARESTIN (minocycline hydrocl_ﬂoride) micré;‘épheres, 1 mg

The proposed specifications for bulk Minocycline Mlcrospheres (“OraPharma -
Specifications and Test Methods No. 110””) and MinocyclinesMicrospheres, 1 mg; 12 Unit -
Dose Package (“OraPharma Regulatory Specifications and Test Methods No. 112”) fail
to include a specification for partlc]e size distribution. Please rewse specifications to
include a spec1ﬁcat10n for particle size distribution. -

We have tB following comments regarding the amendmeﬁt dated November 3, 2000.

g

Particle size distribution data should be provided to demonstrate the sameness of the -
product filled/packaged using the two different filling machines. Specifically, we suggest
the fol]owmg studies be performed and the results be submitted:

A comparison of particle size distribution data for Minocycline Mlcrospheres before and

~ after a complete filling cycle (to mimic the actual filling operation time) using the -

filling machine;

A summary of the historical particle size distribution data for Minocycline Microspheres
filled/packaged using the manually operated filling machine (i.e. ———— ), if
available. If no historic data are available, particle size distribution studies should be -
performed on available samples from clinical/stability batches and the results submitted.



MESSAGE CONFIRMATION

( 11,2700 15:41
-— s
NO. |MODE BOX | GROUP . I
420[TX o X
DATE/TIME _ [TIME _ |DISTANT STATION ID |PAGES |RESULT . |ERROR PAGES S.CODE
11/27 15:41| 00’ 34" 912154435531 ~ |ev2-022 |0k ) PP00

C DEPARTMENT OF HEALTH & HUMAN SERVICES ~ Public Health Service -

Food and Drug Administration
Rockville MD 20857

Division of Dermatologic and Dental Drug Products
Office of Drug EvaluationV -
Center for Drug Evaluation and Research
Food and Drug Administration
9201 Corporate Boulevard, HFD-540
Rockville, MD 20850

FACSIMILE TRANSMISSION
DATE: November 28, 2000 , Number of Pages 2
(Including cover sheét)
TO: Markus Herzig
- ~ COMPANY: OraPharma’
FAX#: —8 215-443.9531

_ MESSAGE:  Please see comments for the submission dated November 3, 2000. NDA 50-781,-
ARESTIN (minocycline hydrochloride) microspheres 1mg

FROM: Kalyani Bhatt
TITLE: . Project Manager
PHONE #: 301-827-2020
FAX #: 301-827-2075/2091
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3 ( DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
b
( Tovere ‘ Food and Drug Administration

=Rockville MD 20857
- ’
Division of Dermatologic and Dental Drug Products
Office of Drug Evaluation V -
Center for Drug Evaluation and Research : cee e
Food and Drug Administration T
9201 Corporate Boulevard, HFD-540. : .
Rockville, MD 20850 . T

FACSIMILE TRANSMISSION .,

DATE: - -November 13, 2000 _ Number of Pages 8 o
; (Including cover sheet)

TO: "~ % Markus Herzig

COMTANY + OraPharma )

FAX #: 215-443-9531 S

MESSAGE: Please submits the variation in values in Table 1 expressed in
Standard errors rather than for NDA 50-781
Minocyline. Please find the enclosed draft label.

FROM: Kalyani Bhatt
TITLE: Project Manager
PHONE #: 301-827-2020 -

FAX #: 301-827-2075/2091

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO

- — WHOM-H I§ ADDRESSED AND MAY CONTAIN INFORMATION THAT IS :
PRIVILEGED, CONFIDENTIAL, AND PROTECTED-FROM DISCLOSURE UNDER
APPLICABLE LAW. If you are not the-addressee, or a person authorized to deliver the

- - document to the addressee, you are hereby notified that any review, disclosure,

dissemination, copying, or other action based on the content of this communication is not
authorized. If you have received this document in error, please immediately notify us by
telephione. '



3
WITHHOLD 7

PAGE (S)



. ., °
OraPharma, Inc. s o !

732 Louis Drive . ) APV A -
732 Lous Dive | ORAPHARMA INC.
215-956-2200 ‘ : : . -
Facsimile: 215:-443-9531 . o FAX COVER SHEET o
To: | Jomathan K. Wilkin, MD . “From: | Markus Herzig -
Company:_ Food and Drug Admunistration ) Date: | November 3, 2000

Fax No.: 301-827-2075 ‘No. of pages w/cover: | 30| _ _
RE: — | NDAs0-781

Urgent Raply ASAP Please camment X Please ro.view For your infonnaﬁ'on

Attached is the requested clinical information.

Please let me know if any additional information is needed.

Sincerely, o

Vil o ;- . _ -
Markus F. Herzig A

Associate Director Regulatory Affairs and Quality Assurance

-
This facsimile contains confidential information intended for the person(s) named abgve. If you have
reccived this facsimile in error, please notify us immediately by telephone and destroy this transmission.
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. . -— é 732 (ouis Drive

. ' Warminster, PA 18974
ORAPHARMA, INC. | e _

215/956-2200 Tel

wwworapharma.com ) - - 215/443-9531 Fax

November 3, 2000 ' ‘ ' T

Jonathan K. Wilkin, MD
Director, Division of Dermatological and Dental. Drug Products (HFD 540)
Center for Drug Evaluation & Research : -
Food and Drug Administration ‘ ' -

" Document Control Room
9201 Corporate Boulevard
Rockville jD 20850

e ——— —

RE:  NDA 50-781 - : -
Minocycline PTS
Amendment. Requested Clinical Information

Dear Dr. Wilkin:

Reference is made to a teleconference held on November 2, 2000 between Drs. Gilkes, Hyman
and Ms. Bhatt from your division and Dr. Lessem and Mr. Herzig from OraPharma, Inc. The
medical review team requested additional information. Dr. Hyman identified that a narrative of

an SAE patient was missing from the 120 day safety update submitted on June 16, 2000 as
amendment 4.1. Further, Dr. Hyman stated that he would like a summary of all the discontinued -
patients from our studies OPI-103A, OPI-1038B, and OPI-104. He informed OraPharma that the:
statistician stated that the numbers do not add up correctiy. -

Dr. Hyman asked when we would be able to submit this information and added that he would
appreciate it if we could provide it before November 6, 2000 PM as the FDA has a meeting .
scheduled to discuss this NDA. Dr. Lessem told Dr. Human that we would supply his requested
information before the FDA's meeting time.

Attached herewith is the additional narrative for patient 01-027, and copies of all the .
-. .. discontinuagon sections from the referenced studies (OPI-103A, OPI-103B, OPI-104 as well as
the ISS SE).

| hope the information provided clarifies the medical review teams questions, but please don't
hesitate to call me if additional information needed.

Sincerely, ..

Markus F Herzi M,j

Executive Dlrector, Regulatory Affairs and Quality Assurance

Form FDA 356h
Submitted in duplicate e L
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: ’ Form Approved:
DEPARTMENT OF HEALTH AND HUMAN SERVICES -4 Expiration "f; %‘3:: fga'om”

FOOD AND DRUG ADMINISTRATION e See OMB on pege 2.

’
' FOR FDA USE ONLY

APPLICATION TO MARKET A NEW DRUG, BlOLOGICT APPLICATION NUMBER -
OR AN ANTIBIOTIC DRUG FOR HUMAN USE
(Title 21, Cods of Federal Regulations, 314 & 601) )

APPLICANT INFORMATION - . - . -

NAME OF APPLICANT - . - DATE OF SUBMISSION - —
OraPharma, Inc. . : November 3, 2000 s
" TELEPHMONE NO. (inciude Area Code) , | FACSIMILE (FAX) Number (include Area Code)
215-856-2200 ’ 215-443-953
APPLICANT ADDRESS (Number, Street, Cy, State, Country, 2IP Code or Melj Code, AUTHORIZED U.S. AGE»TNAME & ADDRESS (Number, Street. City. State,
and U.S. License number if previously issusd); . . 2IP.Code, telephone & FAX number) IF APPLICABLE -
732 Louis Drive Markus F. Herzig
Warminster, PA 18974 : 732 Louis Drive :
: : Warminster, PA 18974 e

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (if previously issued) 50-781 o -

ESTABLISHED NAME (e.g., Proper name, USPAUSAN name) Minocydine PTS | PROPRIETARY NAME (rede name) IF ANY ARESTIN™
(Minocydine Periogontal Therapeutic System)

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (if any) 7 - dimethylamine - 6 - demathyl - 6 - CODE NAME (if any) —
deoxytetracydline hydrochloride .
DOSAGE FORM: topical STRENGTHS: 1mg . _ ROUTE OF ADMINISTRATION: Subgingival |

(PROPOSED) INDICATION(S) FOR USE: Adjunctive therapy to scaling and root planing procedures in patients with adult pesiodontitis

APPLICATION INFORMATION
APPLICATION TYPE -
(check one) (53 NEW DRUG APPLICATION (21 CFR 314.50) (0 ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94}--
(J BIOLOGICS LICENSE APPLICATION (21 CFR pest 801) o
IF AN NDA. IDENTIFY THE APPROPRIATE TYPE X 505 ) (1) Os50@ - - 3 so7
IF AN ANDA, OR AADA. IDENTIFY THE REFERENCE USTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Holget of Approved Applicstion . =
TYPE OF SUBMISSION : i ‘
(check one) [0 oriGAL APPUICATION 5 AMENDMENT TO A PENDING APPLICATION (O aesusmission
{3 eresusMisSION [J annuaL REPORT [} ESTABLISHMENT DESCRIPTION SUPPLEMENT [0 supac surpLEMENT
0O erricacy suv?;m O vaBELNG SUPPLEMENT [ cHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT  [J OTHER

REASON FOR SUBMISSION Requested Information

PROPOSED MARKETING STATUS (checkone) | (X) PRESCRIPTION PRODUCT (R0 .| O over e counter produCT OTC)

NUMBER OF VOLUMES SUBMITTED THISAPPLICATIONIS ] PAPER (] PAPERANDELECTRONKC (] ELECTRONKC

ESTABLISHMENT INFORMATION

Provide locatidns of all manutacturing. packaging end control sites for drug substence and drug product (continuation sheets may be usad if necessary). indude name,
addrass, contact.” telephone number. registration number (CFN), DMF number, and manutacturing steps snd/or type of testing (6.9. Final dosage form, Stability testing)
conducted 3t the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

NA

Cross Referonces (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current
application) -

NA :

ey
FORM FDA 358h (7/9
ann PAGE 1

AN oA . am o m Al



This application contains the following items: (Check all that apply)

1. Index - é

a|a

2. Labeling (check one) . (0 Oratt Labeling A O Final Printed Labaling

-~

3. Summary (21 CER 314.50(c)) - e

4. Chemistry section - ) ST

A. Chemistry, mariufacturing, and controls Information (e.g. 21 CFR 314.50(d) (1), 21 CFR 601.2) i

B. Samples (21 CFR 314.50 (e) (1). 21 CER 601.2 (a)) (Submit only upon FDA'’s request)

C. Methods validation package (e.g. 21 CFR 314.50 (e) (2) (1), 21 CFR 801.2) o o ) e

Noncfinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d) (2), 21 CFR 601.2)

Human phammacokinetics and bicavailability section (e.g. 21 CFR 314.50 () (3), 21 CFR 6&’ .2)

5
6
7. Clinical Microbiology (6.9. 21.CFR 314.50 (d) (4)) . T
8. Clinical data section (e.g. 21 CFR 314.50 (d) (5). 21 CFR6012)

9

Safety update report (6.g. 21 CFR 314.50 (d) (5) (V) (b). 21 CFR 601.2) R g

10. Stafistcaf@ction (e.g. 21 CFR 314.50 (d) (6), 21 CFR 601.2)

11. Caso report tabulations (e.g. 21 CFR 314.50 {f) (1), 21 CFR 601.2)

12. Case report forms (e.g. 21 CFR 314.50 () (2), 21 CFR 601.2) .

13. Patent Information on any patent which claims the drug (21 U.S.C. 355 (b) or (c))

14. A patent certfication with respect to any patent which daims the drug (21 U.S.C.355 (b) (2) or ) (2) (A)

- 15. Establishmaent description (21 CFR Part 600, if applicable)

16. erarmont certification (FD&C Act 306 (k) (1))

17. Field copy certfication (21 CFR 314.50(k) (3))

oloololoolololololz\cloloiclolololo

18. User Fes Cover Sheet (Form FDA 3397)

19. OTHER (Spedify)

O

CERTIFICATION

) agree to update this application with new saiety information about the product that may reasonably affect the statement of contraindicatitis,

wamings, precautions, or adversa reactions in the draft labeling. 1 agree to submit safety update reports as provided for by regulation or as -
requested by FDA. Iif this application is approved, | agree to comply with all applicable laws and rogulauons that apply to approved applications,
including. but not limited to the following:

Good manufacturing practice regulstions in 21 CFR 210 and 211, 806, and/or 820.

Biological establishment standards in 21 CFR Part 600.

Labefing regutations In 21 CFR 201, 606, 610, 660 and/or 809.

In the case of a prasaription drug or biclogital product, prescription drug advertising regutations in 21 CFR 202.

Regulations on making changes in application in 21 CFR 314.70, 314.71, 314.72, 314.97, 314.99_ and 601.12.

Raegutations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.

Local, and Federal environmental impact laws.

4 this-application app! a drug product that FDA has proposed for schaduling under the Controfied Substances Act, | agreo not to market the
product until the Dy cement Administration makes a final scheduling decision.

The data and informatiof] in this submission have been reviaw and, to ths best of my knowledge are certifiad to be true and accurate.

Twarning: a willfully fatse statement is a criminal offense, U S. Code, tife 18. section 1001.

NOUEILN2

31GNA E OF RESPONSIBLE OFFKAAL OR AGENT - | TYPED NAME AND TITLE DATE
b Markus F. Herzig, Executive Duectu' Regulatory Affaxrs and November 3, 2000
Atl’—) ) Quality Assurance
ADDRESS ({Street, Clly, State, and ZIP Code) TELEPHONE NUMBER
732 Lowis Drive , ‘| 215-956-2200
Warminster, PA 18974 - '

Public ropprtlng burden for this coliection of Information ks estmated 10 aversge 40 hours per response. Including the time for reviewing
instructions, “searching existing data sources, gathermg and meimalning the data needed, and completing reviewing the coflecton of

information. Send comments _regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing
this burden to:

DHHS, Reports Clearance Officer An agency may not conduct of sponsor, and a

Paperwork Reduction Project (0810-0338) poerson is not required to respond to, a coliection of

Hybert H. Humphrey Building, Room $31-H information uniess it dsplays a2 currently valid OMB

200 independence Averue, SW. contro! number.

Washington, DC 20201 e L e

’ 7
Pleasa DO NOT RETURN this form to this address. -
FORM FDA 356h (T/97) Comnaed by Neve Necdiok Pharmacrrtioa, lac

: PAGE 2
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OBSERVATIONS: Only Five (5) Narratives are provxded but the text states there are
Slx(6) SAEs identified in the 120-day safety update.

ANSWER: 'I'he additional narrative 15 attached for patier?t 01-027

——

e



OraPharma, Inc. - ¢ Confidential
OPI-104 Integrated Clinical and Statistical Report : -, ‘

NDA _ s

.

Patient 01-027 (Investigator Reinhardt) was a 44-year-old female. She was admitted to
the hospital for a planned lumbar disc repair on 18 June 1999, 158 days after the first ;
dose of study treatment. This patient had a history of degenerative disc disease since B
1994. Concomitantly, the patient had been taking Provelia-14 (PremPro) since 1998
and sodium fluoride since 1999. This hospitalization did not delay.treatment and the e
patient continued on study.- This event was judged by the lnvestngator to be unrelated to
study drug. ;
Patient 01-030 (Investigator Reinhardt), a 45-year-old female. was admitted to the
hospital for gallbladder surgery on 13 September 1399, 271 days after the first dose of
study treatment. This patient had a frequent upset stomach since 10 March 1999 for
whieh gfe took ranitidine until 9 May 1999 with little improvement. Lansoprazole was
~-{aken-flom 10 May 1999 to 1 September 1999, with no marked improvement. The
patieni was diagnosed with cholecystitis and admitted into the hospital on 13 September
1999 for a cholecystectomy. She was released on 14 September 1899. The'
investigator considered this event as not related to study drug- The patient completed
the study on 10 December 1999.

Patient 03-007 (Investigator Hart), a 38-year-old female, was admitted to the hospital for
pheumonia on 3 March 1999, 76 days after the first dose of study treatment. She

became ill on 1 March 1999 and her physician diagnosed her with pneumonia and fluid

in the lungs. The patient was treated with azithromycin from 01 March 1899 until

03 March 1999. Once admitted into the hospital, this patient was treated with

ceftriaxone and ciprofloxacin until she was discharged on 06 March 1899. This patient

had a relevant medical history of sinus problems and ear infections since 1998.
Concomitantly, the patient had been taking R-tannate.and cyclobenzaprine since 1998.

The investigator considered this event as not related to study drug. Thxs patient .
completed the study on 28 December 1999.

Patient 03-009 (Investigator Hart), a 43-year-old female, was admitted to the hospital for -
a ruptured appendix on 27 October 1999, 339 days after the firgt dose of study

treatment. The patient underwent an emergency appendectomy on 27 October 1999.

The patient remained in the hospital for four days and was released without complication

on 30_Qctober 1999. Concomitantly, the patient had been taking fluoxetine since 1995.
Thé inflestigator considered this event as not related to study drug.

Patient 03-047 (Investigator Hart), a 57-year-old male, was admitted to the hospital for

angina on 14 October 1999, 269 days after the first dose of study treatment. The patient

presented himself to his physician with the chief complaint of chest pain and pain in left

arm. Results of a coronary arteriogram revealed total occtusion of a non-dominant right

coronary artery. A coronary angioplasty and stainless steel stem placement were

_ performed on 15 October 1999. The patient was released from the hospital without

.. complication on 16 October 1999. The patient completed the study on 14 January 2000.

"*-"The patient had no past history of cardiovascular disease, however, a family history did

exist. Subsequent to this procedure, the patient was concomitantly taking atenolol.

aspirin, vitamin E, and nitroglycerin. The following medications were given during the
angioplasty procedure: fentanyl. versed. hepann. mannitol, nitroglycerin, neosynephrine,
abciximab, and clopidogrel. The investigator considered this event as not related to
study drug. - 5

54



OBSERVATION: There are discrepancies-'in the numbers of discontinued patients in
the studies OPI-103A, OPI-103B and OP1-104.

't
ANSWER: The sections contaimng the discontinuation information from the
individual reports as well as the ISS and ISE are provaded.
et The discontinuations from study OPI-103A and OPI-103B are six
(6) 1n each study and are appropnately sumamarized in the ISE with
12 discontinuations (part 1). *

The discrepancy which was identified occurred in study OPI-104.
The individual study report lists only nine (9) discontinuations
whereby the ISS included ten (10) discontinuations.

The explanation is that in the study report the patient who only
underwent SRP and was not tréated with minocycline PTS was not
included, whereby this patient was counted in the ISS. The Part 2
attachment contains the section from the report of Study OPI-104
as well as the post-text table 2.1 which identifies the discontinued
patient. As listed on page 3 of 8 (pagination page 15) patient 016
provides the explanation for the discontinuation.

For completeness I have attached copies from the ISS as well as
the 12-month update. :
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OraPharma, Inc. -

. o . Confidential
OPI-103A Final Integrated Chnical and Statistical Report -~ - ;
- : - [
Table 10.1A. Patient Evaluation Groups -
Treatment Groi;‘ﬁ; . T
MPTS o Vehicle. S/RP Ajone
N=121 . N=123 N=124 '
Number (%) of Patients : : ,
- Ra'hdpmi'z'ed . ' 1219 R 123 124
Treated ~121(100.0) "123(100.0) 124 (100.0)
Completed - 115(85.0) .12 (9.].1) 114 (91.9)
Discontinued.. . . . . . 6(5.0) " 1(89) - 10 (8.1)
Analyzed for Efficacy h ‘
___Intgnt-to-treat 121 (100.0) 123 (100.0) - 124 (100.0) - _
___ _EVRable 110(809) 111 (90.2) 112(90.3)
Anatyzed.for Safety 121 (100.0) 123 (100.0) 124 (100.0)

Source: Post-text Table 1. .
A total of 27 (7.3%) patients discontinued the study after treatment; similar
numbers of patients across treatment groups discontinued.the study. Most of
these patients (15/27. §65.6%) were lost to follow-up. Only one patient, a Vehicle
patient, discontinued the study due to an AE. Patient 1040458 (Vehicle) was
discontinued due to an SAE of myocardial infarction. Study completion status,
by patient, is provided in Appendix 16.2, Listing 2.1. Study discontinuations

are summarized in Section 14, Post-text Table 8 and provided in Table 10.1B
below. . -

Table 10.1B. Study Discontinuations (Safety Sample) .

- Treatment Group

MPTS Vehicle S/IRP
‘ N=121 » N=123 N=124
Numpber.(%) of Patients . —
. 'th Number of Discontinuations 6 (5.0) : +1 (8.9) ) 10 (8.1)
~“Biscontinuations among smokers' 4(7.8) 3(6.0) 6(12.0)
- Discontinuations among . _ .
nonsmokers _ 2(2.9) 8(11.0) 4(5.4)
Reason - .
Adverse event 0(0.0) ' 1(0.8) 0(0.0)
Protoco! violation 0(0.0) - 2(1.6) 0 (0.0)
Withdrawal of consent 1(0.8) 1(0.8) T '3(2.4)
Female became pregnant 0(0.0) D (0.0) 0(0.0)
Lost to follow-up 3(25) '6(4.9) 6(4.8)
Patient rescue 0(0.0) 0(0.0) 0 (0.0)
Other 2(1.7) 11(0.8) ~ 1(0.8)

' Percentage of discontinuations among smokers and non-smokers is computed out of the number of
smokers and non-smokers, respectively. .
Source: Post-text Table 8.
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OraPhamma, Inc. ’ T

" Confidential
OPI-103B Final integrated Clinical and Statistical Repon - 7. y:
-
Table 10.1B. Study Discontinuations (Safety Sample) .*/
. Treatment Group
MPTS _ Vehicle S/RP Alone
N=128 - N=126 - N=126 -
Number (%) of Patients . c - oL
Total Number of Discontinuations : 6(47) . 8(6.3) 11(8.7)"
Discontinuations among smokers' 1(26) - 3(7.5) 7(17.1)
Discontinuations among o : -
nonsmokers 5(5.6) - 5(5.8) 4(47)
'F(ed:n _ -
- rse event ' 1(0.8) 0(0.0) 0 (0.0)
Protocol violation ‘ 1(0.8) 0(0.0) 0 (0.0)
Withdrawal of consent 1(0.8) . 4(3.2) 2(1.6)
Female became pregnant 0(0.0) 0(0.0) 0 (0.0) .
Lost 1o follow-up 3(2.3) 4(3.2) ) 7 (5.6)
Patient rescue 0(0.0) . 0 (0.0) 1(0.8)
Other 0(0.0) 0 (0.0) 1(0.8)

' Percenage of discontinuations among smokers and nonsmokers is computed out of the number of
smokers and nonsmokers, respectively. _
Source: Post-text Table 8.

10.2 PROTOCOL VIOLATIONS

By-patient listings of protoco! deviations and violations are provided in Appendix
16.2, Listing 2.2. One patient, an MPTS patient, discontinued the study due to

a protocol violation. Patient 2091031 (MPTS) was discontinued due to
prophylactic teeth cleaning.

Most protocol deviations were due to the following: *

isit 6 occurred after the visit window,

scheduled Visit 6 assessment was not performed on any baseline
" freatment teeth, and

e A scheduled Visit 4 or Visit 5 treatment was not given to 20% or more of
baseline treatment teeth (Section 14, Table 1).

11. EFFICACY EVALUATION ..

_ 11.1 DATA SETS ANALYZED

For this trial, three study samples were used in the analysis of data. The intent-
to-treat (ITT) sample included all randomized patients.

The Evaluable sample included all ITT patients who met the‘fguowing criteria:

a7 =



OraPharma, Inc.

: . - .. Confidential
OPI-103A Final Integrated Clinical and Statistical Report :

10.2 PROTOCOL VIOLATIONS - =

By-patient listings of protocol deviations and violations aré provided in Appendix .’
16.2, Listing 2.2. Two (1.6%) Vehicle patients discontinued the study due to a
protocol vidlation; one non-smoking patient (PID 1020122) was incorrectly ,
randomized as a smoker, and the other patient (PID 1060603) was discontinued
at the sponsor’s directive because he was enrolled past the enroliment cut-off

date. Both of these Vehicle patients were treated only at Baseline, and both
were discontinued < 18 days after entering the study. K

Most protocol deviations were due to the following:

- ———

- -»— \g5it 6 occurred after the visit window,
« @ scheduled Visit 6 assessment was not performed on any basellne treatment
teeth,and - . -

e a scheduled Visit 4 or Visit 5 treatment was not given to 20% or more of
baseline treatment teeth (Section 14, Table 1).

11.EFFICACY EVALUATION
" 11.1 DATA SETS ANALYZED -

For this trial, three study samples were used in the analysis of data. The Intent-
to-treat (ITT) sample included all randomized patients. -

The Evaluable sample included all ITT patients wh_o met the following critena:

¢ Patient had = 4 teeth with 6 mm < PD < 9 mm at Screening,
e Patient's randomized stratum and the actual stratum were consistent,
« Scheduled Baseline treatment was given to > 80% of the patient's qualifying
teeth,
-« Jcheduled Visit 4 treatment was given to > 80% of Baseline treatment teeth,
cheduled Visit 5 treatment was given to > 80% of Baseline treatment teeth,
. Scheduled Visit 6 assessment was performed on at least 1 Baseline
treatment tooth, and
s Visit 6 assessments were done within the study window.

The Safety sample included all randomized patients. ~

" 41.2 DEMOGRAPHIC AND OTHER BASELINE CHARACTERISTICS

In this study, 479 patients were screened at nine study centers (Sectibn 14,

Post-text Table 2.1). Of these, 121, 123 and 124 patients were randomized to

receive MPTS, Vehicle, or S/RP, respectively. Of the random\zed patients, most
48 ——
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OraPhamma, Inc. e T

New Drug Application for Minocycline Periodontal Therapeyjic System-(MPTS)
. —d

Table 8.7-E. Study Discontinuations — Pivotal Studies (ITT-Sample)

Confidential .

Treatmént Group ™ -

MPTS ** Vehicle - S/RP Alone - -- -
N=249 - N=249 N=250 -
- ‘N (%) . N(%) . N(%)
Total Number of Discontmuations ©12(4.8) .. 18(6) 21(8.4) -
Discontinuations among smokers' 5(56) . . 6(8.7) 13 (14.3)
Discontinuations among ’ 7(4.4) 13(8.2) _ 8(5.0)
"non-smokers . t :
Reason - .
Adverse event 1(0.4) 1(04) 0(0.0) ;
___Pro ocol violaton 1(0.4) 4 "2(08) - 0(0.0) T
. rawal of consent 2(0.8) : 5(2.0) 5(2.0)
7 Female became pregnant 0(0.0) 0(0.0) 0(0.0)
Lost to fotlow-up » 6(2.4) 10 (4.0) 13(5.2) -
Patient rescue 0(0.0) *  0(0.0) 1(0.4)
Other 2(0.8) "1 (0.4) 2(08)

' Percentage of discontinuations among smokers and non-smokers is computed out of the number of
smokers and non-smokers, respectively.
Source: Post-text Table 4.

© 8.7.6.3. COMPLIANCE | S -

A drug accountability log, which includes the number of tips dispeﬁsed per

patient, may be found in Appendix 8.7.12.4, Listing 3. Since study treatment
was professionally administered in a clinical setting, patient compliance was not:
an issue. -

8.7.7. SUMMARY OF EFFICACY RESULTS .

8.7.7.1. PHASE 3 CONTROLLED, PIVOTAL STUDIES (OPI-103A, 0Pi-103B)
“profiided in Appendix 8.7.12.1. Supplementary efficacy analyses from

nonparametric covariance adjusted extended Mantel-Haenszel procedure testing

are provided in Appendix '8.7.12.2. Descriptive statistics for PD are provided in
Appendix 8.7.12.3.

lnteErated efficacy data from the two Phase 3, well-controlled pivotal studies are

P

In summary tables where treatment comparison p-values are determined,
comparisons are done based on LS means. The LS means were adjusted for
covariates (defined in Section 8.7.5.1). When mean vailues are discussed in
text; the adjusted means will be used. '

tey
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OraPhama, Inc.
OPI-104 Integrated Clinical and Statistical Report

Confidential
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Table 10.1A Patient Disposition | N
o MPTS
Number (%) of Patients N = 173
Enrolled and Treated 173 .
Ongoing at Month 9 164 94.8%
" Prematurely Discontinued 8 v  5.2%

Source:‘Postttgxg Tabl_e 2.1

At Month 9; 94 8% (164/173) of the patients were still participating in the study.

Stody g continuations are summarized in Table 10.1B. A by patient listing, is provided

dix 16.2.1, Patient Data Listing 2.2. Study discontinuations are provided in

Section 14.1, Post-text Table 2.2.

Table 10.1B Study Discontinuations (ITT Sample)

L]

MPTS
Number (%) of Patients N=173 %
Total Number of Discontinuations | ‘9 5.2%
Reason
Protocot violation 2 1.2%
Withdrawal of consent 3 17%
Lost to follow-up 1 0.6%
Other 3 1.7%

Source: Post-text Tablés 2.1 and 2.2.

A total of nine (5.2%) patients prematurely discontinued from the study after receiving
study medication. Three (1.7%) patients discontinued due to withdrawal of consent for
treatment: patient 02-011 withdrew consent on Day 36, patient 84-004 withdrew consent
on study Day 115; and patient 05-013 withdrew consent on study Day 162. Three
(1.7%) patients discontinued for “other” reasons. All three patients (03-011, 03-021, and
03-04 d out of state during the study and discontinued treatment on study Days
124, and 184, respectively. Two (1.2%) patients discontinued the study due to
protocot violations related to concomitant medication: patient 05-012 and patient -
05-016 were removed from study on Day 32 and Day 14, respectively, due to an
exclusionary medication. One (0.6%}) patient (02-014) was lost to follow-up

10.2 PROTOCOL VIOLATIONS

" A by-patient display of protocol deviations/violations is provided in Appendix 16.2.2,

Pa‘hent Data Listing 2.2. Two (1.2%) patients had protocol violations that led to study
** giscontinuation. Both patients were included in the Intent-to-Treat sample.

. Patient 05-012 was administered an exdusionary medication on Day 32 which

necessitated the patients’ removal from study.

. Patient 05-016 was on an exclusionary medication for > 10 days wh:ch neoessdated

the patient’s removal from study on Day 14.

—*J
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OraPharma, Inc. 3¢l .
Protocol Or!-104 - 9-Month Report

Treatment: Minocycline PTS

Date of Study
Completed Completion Duration
Patient Study or Withdrawal (Days)

I«

Patient Data Listing 2.1

Study Completion Status

Reason for Discontinuvation

e e
e

3

Investigator Comments

15N0V99
Page } of 8

Investigator: Reinhatrdt, R, (01}

00l ONGOING

002 ONGOING

003 ONGOING

004 ONGOING

00s% ONGOING

006 : ONGOING \
007 ONGOING

008 GNGOING

009 ONGOING

010 ONGOING

011 ONGOING

012 ONGOING

013 ONGOING

0la ONGOING

oLy | ONGOING

016 ONGOING

017 ONCOING

019 ONGOING

019 ONGDING .
020° ONGOING '
021 ONGOING

022 ONGOING

02} ONGOING
0;;'. ONGOING

0 ‘ ONGOING

026 ONGOING

027 ONGOING

028 ONGOING
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OrabPhacma, Inc..”-
Protocol 0P1-194 - 9-Month Report

g Patient Data Listing 2.1
‘u‘ Study Completion Status
Treatment: Minocycline PTS
Date of : Study
Completed Completion . Duzation .
Patient Study or Withdrawal (Days) “Reason for Oiscontinuation

- e

——

Investigator Comments

‘

i

L580V99
Page 2 of 8

lnvcstiqaior: Reinhardt, R. {01}

029 ONGOING .
030 ONGOING

on ONGOING

032 ONGOING

03] ONGOING

034 ONGODING \

03% ONGOING

036 ONGOING

037 ONCO1NG

Q38 ONGOING

039 ONGQING

040 ONGQING

041l ONGOING

042 ONGOI NG

04) ONGOING

044 ONGOING

0493 ONGOING

046 ONGOING

047 ONGOING .

048 ONGOING . *
049 + ONGOING o

050 ONGOING

q5.l ONGOING ,
‘hristiqator: Gunsolley, J. (02)

001 ONGOING

002 ONGOING - .

-y
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OraPharma, Inc. °~
Protocol OPI-104 - 9-Month Report

Ii

Treatment: Minocycline PTS

Date of Study

Completed Completion Duration
Patient Study : or Withdrawal (Days}

Patient Data Listing 2.1

Study Completion Status

fleason for Discontinuation

e e
-

Investigatocr Comments

15NOV99
Page 3 of 8

Investigator: Gunsolley, J. {02)

003 ONGOING
004 ONGOING
005 ONGOING
006 - ONGOING
007 ONGOING ,
008 ONGO NG \
009% ONGOING
010 ONGOING
01) NO 12FEN99 401
012 ONGOING
013 ONGOING
014 NO 1.5JUL99 186
o1s . ONGOING
0164 NO . 13JAN99 . -
: ) ’ . v
017 ONGOING . .
ols ONGOING
" 019 ONGOING
02£A ONGOING
031, ONGOING
%) ‘ ONGOING
021V ONGOING
024 ONGOING

Investigator: Hart, T. {0Y)

001 ONGOING

WITHDRAWAL OF CONSENT

LOST TO FOLLOW-UP

OTHER

PATIENT WAS DISCONTINUED OUE TO
UNRESTORED CARIES AFTER S/RP.BUT PEFORE

TREATMENT .

.,

} Excluded from analysis., No treatment administered.
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15N0V99
Page 4 of 8

OraPharma, Inc. -
Protocol OP1-104 - 8-Month Report

— i
-

o .
O Patient Data Listing 2.1 :
L F W VR

Sstudy Completion Status

Treatment: Minocycline PTS

Date of Study
Completed Completion Ouration
Patient Study or Withdrawal {Days) Reason_for Discontinuation Investigator Comments ’ o

Investigator: Hart, T. (03)

002 ONGOING ' ,

00) ONGOING :

004 ONGOING

008 ONGOING ,

006 ~ ONGOING .

007 g ONGOING \

008 ONGOING

009 ONGOING

010 GNGOING :

011 NO 12APRY9 124 OTHER MOVED TO FLORIDA

012 ONGOING

013 ONGOING !

01¢ ONGOING - '

018 ONGOING : . : d

016 ONGOING :

017 ONGOING ) : € ‘

018 ONGOING i

019 ONGOING ' » ' . ’ b

020 . ONGOING  * - o o

o1 NO 20MAY99 165 OTHER ' PATIENT MOVED OUT OF STATE - p,

822 ONGOING ' .
s {' ONGOING

028" ONGOING

029 ONGOLNG :

026 ONGOING

027 ONGOING
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OraPharms, Inc. - )
Protocol OP1-10% - 9-Month Report

i !
.‘ ) Patient Data Listing 2.1
‘ g

Study Comp{etion Status

Treatment: Mlnocycline PTS

Investigator Comments

15N0V99
Page 5 of 8

Date of Study
Completed Completion Duration
patient Study or Withdrawal (Days) Reason for Discontinuation

Investigator:. Hart, T. (03}

028 ONGOING

029 ONGOING

030 ONGOLNG

0114 ONGOING

032 . ONGOING

03 n ONGOING !

034 ONGOING

038 ONGOING

036 ONGOING

037 ONGOLNG

038 ONGOING

039 ONGOING

040 ONGOING

04!} ONGOING

042 ONGOING

042 ONGOING

044 ONGOING

04b ONGOING

046 ONGOING ' v
047 . oNGOING ' .

040 NO 14JUL99 184 OTHER
149 ONGOING '

’

rntentiqatot: Oean, J. W. (04)

001 ONGOING
002 ONGOTNG

PATIENT MOVED OUT

OF STATE

s

.. !'
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OcaPharma, Inc. .-
Protocol QOPI-104 - 9-Month Report

‘i‘ o Patient Data Listing 2.l
P Study Completion Status
Treatment: Mipocycline PTS
B Date of Study
Completed Completion Ouration
Patient Study or_Withdrawal (Days} Reason for Discontinuation

e,
e——

_Investigator Comments

15NOV93
Page 6 of 8

Investiqgator: Dean, J. W. (04)

003 ONGOING
004 " NO 0BAPRYY
009 * ONGOING
006 ONGOING
00?7 - ONGOING \
008 ONGOING
009 ONGOING
010 ONGOING
oLl ONGOING
012 ONGOING
013 ONGOING
014 ONGOING
01% ONGOING
016 ONGOING
017 ONGOING
010 ONGOING
019 ONGOING
020" ONGOING -
02! ONGOING .
022 'ONGOING
02) ONGOING
0ds ONGOLNG
,.OQP" "ONGOING

InveStlgator: Shapiro, B. (05}

001 ONGOING

113 WITHDRAWAL OF CONSENT




OtaPharma, Inc. .7
Protocol OPI-104" - 9-Month

Teeatment: H{noéycllne PTS

Report

Patient Data Listing 2,1

Study Completion Status

15N0Ve9
page 7 of 8

——
-

E Date of Study ,
Completed Completion Duration : :
Patient Study or Withdrawal (Daysl Reason for Discontinuation [nvestigator Comments '
Inveatigator: Shapiro, 8. {05) )
002 ONGOING ' :
003 ONGOING N
004 ONGOING
0v6 ONGOING .
007 ONGOING
008 ONGOING \
009 ONGOING
0l0 ONGOING
011 ONGOING .
012 NO 28JAN99 32 PROTOCOL VIOLATION PATIENT WAS EXCLUDED DUE TO DISCOVERY OF
PRE-MEDICATION .
013 NO 01J0UN9Y 162 WITHDRAWAL OF CONSENT PATIENT DECIOED HE DFD NOT WANT TO
PARTICIPATE IN THE STUDY ANYMORE.
olL4 ONGOING
01% ONGOING ' c . .
016 NO 21JANS9 14 PROTOCOL VIOLATION PATIENT OM EXCLUDED MEDICATION' |BIAXIN)
f . FOR 10 MORE DAYS. '
L] " '
017 'ONGOING o b '
018 ONGOING :
oy ONGOING ‘ £
,,osg" ONGOING >
] ‘. ONGOING .
023 ONGOING
024 ONGOING

02% ONGOING

RN
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Protocol OP1-104 - 9-Month Repoct § Page 8 of 8
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) Patlent Data Listing 2.1 N (!
. Fvy '
Study Completion Status : )
i
Treatment: Minocycline PTS
Date of Study .
Completed Completion Ouration \
Patient study or Withdrawal (Days) Reason for Discontinualion Investigator Comments .
tnvestigator: Shapiro, 0. (09) .
026  * ONGOING ' .
o2 ONGOING '
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OraPhamma, Inc. -

"' Confidential
New Drug Applmtlon for Minocycline Penodontal Therapeutoc Systern (MFTS)

[}

-

Table 8.8-J. Study Discontinuations in the Safety Sam'ple (Combined

Studies) :
Treatment Group N
MPTS .. Vehicle . S/RP Alone ~
N=423 _ . N=249 - N=250 .
. N (%) . . N N (%).

Total Number of Discontinuations 22 (5.2) 19 (7.6) 21(8.4)
Discontinuations among smokers 7(4.3) 616.7) " 13(14.3)
Discontinuations among - . 15(5.7) . 13(8.2) 8(5.0)

. non-smokers -
Reason ) o
T §verse event 1(02) - 1(0.4) ' 0
T "Protocol violation 3(0.7) 2 (0.8) 0
Withdrawal of consent : 5(1.2) . 5(2.0) i 5(2.0) -
Female became pregnant 0 0 0 ’
Lost to follow-up 7(1.7) " 10 (4.0) : 13(5.2)
Patient rescue 0 0 1(0.4)
Other - 6(1.4) 1(0.4) 2(0.8)

Note: All patients in OPI-104 received MPTS as treatment; therefore, patient columns under Vehicle and
S/RP contain data identical to that presented for the pivotal studnes

Note: Percentages of discontinuations among smokers and non-smokers were computed out of the
number of smokers and non-smokers, respectively.
Source: Post-text Table 8.2.

Protocol deviations and violations are provided by patient for the combined -
studies in Appendix 8.8.22.3, Listing 2.2. :

8.8.6. ADVERSE EVENTS

Adverse events (AEs) were categorized by body system and preferred term
based on the COSTART dictionary standardization of terminology. During the
clinical trials, periodontitis was recorded as an AE when a baseline pocket depth
increased > 3 mm during the study. The preferred term of tooth disorders

uped investigator terms of tooth fractures, problems with fillings (amaigams)

hot/cold sensitivity; the primary term of tooth caries grouped root surface

decay, recurrent decay and dental caries; and the preferred term of dental pain .
grouped toothache, pain associated with teeth, and discomfort after dental
procedures.

All AEs presented and discussed in this ISS are those considered to be either
"pretreatment AEs” or “treatment emergent AEs.” AEs that occurred between
screening and Study Day 1 were considered to be pretreatment AEs. Study

Day 1 was defined as the final day of S/RP for the S/RP alone group and the first
day of treatment for the MPTS and Vehicle groups (treatment often occurred on

the final day of S/RP, but could have occurred up to 48 hours afterward).

3 =
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OraPharma, Inc. — - Confidential

OPI-104 Integrated Cfinical and Statistical Report - S
NDA . ) s

10. STUDY PATIENTS
10.1 DISPOSITION AND EVALUABILITY.OF PATIENT

A total of 174 patients were enrolled into the study at Screening (Visit 1). Of these
174 patients, 173 were treated with study medication. - One patient (02-016) was’
discontinued from the study prior to receiving study drug due to unrestored caries after
S/RP. This patient was excluded from the intent-to-Tréat population. Patient disposition -

is provided in Section 15.2.1, Post-text Tables 2.1, and 2.2, and spmmanzed be!ow in
Table 10.1A. .

Table 10.1A  Patient Disposition at 12 Months .

e . _ MPTS
R » Number (%) of Patients N=173 %
T Enrolied and Treated 173
Completed Study . 158 91.3%
Prematurely Discontinued 15 B8.7%

Source: Post-text Table 2.1.

A by-patient listing of the Intent-to-Treat population may be found in the original report
(Appendix 16.2.1, Patient Data Listing 1). .

Study discontinuations are summarized in Table 10.1B: A by-patient listing is provided

in Appendix 15.2.2, Patient Data Listing 2.2. Study discontinuations are prowded in
Section 15.2.1, Post-text Table 2.2.

Table 10.1B__ Study Discontinuations at 12 Months (ITT Sample)

MPTS
Number (%) of Patients N=173 %
Total Number of Discontinuations 15 8.7%
Reason ,
Adverse Event 1 06%
Protocol Violation 2 1.2%
withdrawal of Consent 3 1.7%
— - - Patient Rescue 1 0.6%
—-1._ Lost to Follow-up 3 1.7%
. B Other "5 2.9%

Source: Post-text Tables 2.1 and 2.2.

A total of 15 (8.7%) patients prematurely discontinued from the study after receiving
study medication.

_.» Three (1.7%) patients discontinued due to withdrawal of consent for treatment:
‘1y. patient 02-011 withdrew consent on Day 36, patient 04-004 withdrew consent on
- study Day 115; and patient 05-013 withdrew consent on study Day 162.

» Five (2.9%) patients discontinued for “other” reasons. Four of these five patients
(03-011, 03-021, 03-048, and 02-001) moved during the study and discontinued
treatment on study Days 124, 165, 184, and 388, respectively. The fifth patient

(02-013) was unable to keep his scheduled appointments due to conflicts with his
work schedule and discontinued on Day 376. —~F
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-

« Three (1.7%) patients (02-014, 03-041, and 04-012), were lost to fflow-up.

» Two (1.2%) patients discontinued the study due to protocol violations related to
concomitant medication: patient 05-012 and patient 05-016 were removed from study T
on Day 32 and Day 14, respectively, due to an exclusionary medlcatnon

« One patient (02-006) was discontinued secondary to needmg rescue therapy. The e
. patient had multiple PD increases of 3+. .

» One patient (01-003) was discontinued due to a fatal adverse e\gent of’ aneurysm that
occurred on Day 344. This is a new event since the last report.” A narrative of this .-
event may be found in Section 12.3.2.

10 2 PROTOCOL VIOLATIONS - e

.._A_Qy;paent display of protocol deviations/violations is provided in Post-text Table 2.2,

Two (1:2%) patients had protocol violations that led to study discontinuation. Both
patients were included in the Intent-to-Treat sample. -

»

- Patient 05-012 was administered an exclusionary medication on Day 32 which
necessitated the patients’ removal from study.

- Patient 05-016 was on an exclusionary medication for > 10 days which necessitated
the patient’s removal from study on Day 14.

1. EFFICACY EVALUATION
111 DATA SETS ANALYZED

The Intent-to-Treat (ITT) sample included all patients with at least one site treated with -
study medication. One hundred seventy three (173) patiente received study medication.

11.2 DEMOGRAPHIC AND OTHER BASELINE CHARACTERISTICS

Demographic and baseline characteristics for the 173 patients that received study drug
are presented in Table 11.2A. . -

11.2.1 Concomitant Medications

C ant medications taken during the 12-month study period- are listed by preferred
term.iaffost-text Table 14.2, Patient Data Listing 13.

Use of concomltant medications was reported by a total of 129 (74.6%) patnenls durmg
the 12-month study penod. The most commonly reported concomitant medications were
ibuprofen (17.9%. 31/173), acetylsalicylic acid (17.3%, 30/173), and paracetamo!
(13.9%, 24/173). Other frequently used medications were naproxen (5.8%. 10/173),
conjugated estrogens (6.4%. 11/173), and amfebutamone (4.0%.-7/173). Amoxicillin
was taken by 4.6% (8/173) of patients. atenolol was taken by 4.0% (7/173) of patients.
and Provella-14 and metoprolol were taken by 3.5% (6/173) of patients. Amlodipine,
‘aznhromycm guaifenesin multivitamins, atorvastatin, medroxyprogesterone,
pseudoephedrine, omeprazole, were each taken by 2.9% (5/173) of patients. Ascorbic
acid, calcium, fluoxetine, levothyroxine and nanne repetabs were each taken by 2.3%
(4/173) of patients. All other concomitant medications were taken by less than 2% of
pahents

Since medical history data were not changed since the submission of u:@" Month CSR
the original data are in Post-text Table 12. and Patient Data Listing 9 (9-Month CSR).

32 | 3’



Whereby this patient was counted in the ISS. The past 2 attachment contains the section
- from the report of study OPI-104 as well as the post-text table 2.1 which identifies the
discontinued patient. As listed on page 30 of 8 (pagination page 15).patient 016 provides
the explanation for the discontinuation. ' i

_ _ 't
For completeness I have attached copies from the ISS-as well as the 12-month update. - -

——
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reports are received that led 10 a patient receiving the wrong drug (trimethobenzamide).

B




wiattw
d' ’b

‘ ﬂl"Cl,

{( DEPARTMENT OF HEALTH & HUMAN SERVICES

Division of Dermatologic and Dental Drug Products B

e ——

_ Public Health Service

Fgod ant Drug Admginistration
Rockville MD 20857

-

Office of Drug Evaluation V -
Center for Drug Evaluation and Research
Food and Drug Administration .
' 9201 Corporate Boulévard, HFD-540
Rockville, MD 20850 N

FACSIMILE TRANSMISSION | 7

DATE: September 20, 2000 Number of Pages 2
- (Including cover sheet)
TO: ——~ Markus Herzig
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FAX #: 215-443-9531
MESSAGE: Please find comments from the Biopharmaceutic reviewer of your original

NDA 50-781 Minocycline PTS 1 mg. Please send this as soon as possible so

we may expedite the review process.

1) Extraction procedure of Minocycline from human serum and saliva.

2) Method of quantitations of Minocycline with proper documentation from human
saliva at concentrations above 10 mcg/mL as the validation of the assay was done
in the concentration range of - -

FROM: Kalyani Bhatt

TITLE: Project Manager

PHONE #: 301-827-2020 : .
FAX #: 301-827-2075/2091

- - [
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WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS

" PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER

- APPLICABLE LAW. If you are not the addressee, or a person guthorized to deliver the
document to the addressee, you are hereby notified that any review, disclosure, '
dissemination, copying, or other action based on the content of this communication is not
authorized. If you have received this document in error, please 1rnmed1atcly notify us by
telephone.
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September 20, 2000 , Number of Pages 2
(Including cover sheet)

Markus Herzig

- -COMPANY:—' raPharma

- T8215-443-953]

Please find comments from the Biopharmaceutic reviewer of your original
NDA 50-781 Minocycline PTS 1 mg. Please send this as soon as possible so
we may expedite the review process.

1.)  Extraction procedure of Minocycline from human serum and saliva.

2))  Method of quantitations of Minocycline with proper documentation from hurman
saliva at concentrations above 10 mcg/mL as the validation of the assay was done
in the concentration range of

Kalyani Bhatt . R,
Project Manager
. 301-827-2020 -
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TO: Markus Herzig : : -
COMPANY: ORAPHARMA INC | Resert 7 A%
FAX #: 1-215-443-9531 4301{0 Sponsor

MESSAGE: Please see comments for NDA 50-781 Minocycline el not submF
1A £oemat7oN .

FROM:  Kalyani Bhatt

TITLE:  Regulatory Project Manager -

PHONE #: 301-827-2020 '

FAX #: 301-827-2075/2091

THIS DQ ENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO
WHOM 3-8 ADDRESSED AND MAY CONTAIN INFORMATION THAT IS

. PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE
UNDER APPLICABLE LAW. If you are not the addressee, or a person authorized
to deliver the document to the address€e, you are hereby notified that any review,
disclosure, dissemination, copying, or other action based on the content of this
communication is not authorized. If you have received this document in error,
please. unmedlately notlfy us by telephone.
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Please see comments from the Biopharmaceutics Reviewer:

-
-

1. Full study report for these studies should be submitted if available. The
. sponsor only submitted the summary for Lederle study 15-16-1, 15-18-1
and 15-20-2. - T

2. Detailed d¢scription of drug product release rate (dissolutidn) testing and
proposed product released rate (dissolution) and specification should be
submitted. ..
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DATE: April 11, 2000 Number’of Pages2 -
- - ~TO: — Markus Herzig .

COMPANY: ORAPHARMA INC
FAX #: 1-215-443-9531

MESSAGE: Please sec comments for NDA 50-781 Minocycline
FROM:  Kalyani Bhatt
TITLE:  Regulatory Project Manager

PHONE #: 301-827-2020
FAX #: 301-827-2075/2091
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OraPharma, Inc. - rri
732 Louis Drive ‘D
Warminster, PA 18974 ORA PHARMA I NC'
215-956-2200 i
Facsimile: 215-443-9531 ~ FAX COVER SHEET B
To: Ms. K. Bhatt From: | Markus F. Herzig
)
Company: | FDA, HFD-540 " Date: | 08/16/00
Fax-INo.-- ~# 301-827-2075 ~ No. of pages w/cover: | 3
»
RE: Journal article
J
X Urgent Reply ASAP Please comment Pleese review For your information _

Dear Ms. Bhatt,

Attached are two documents from the publisher of the erroneous article. The first is a
letter in which the editor-in-chief states that it was their mistake. The second is a press
release from the publisher (montage media) again stating their error.

If you have any questions about this fax please call me at 215-956-2207.

Sincerely,

This facsimile contains confidential information intended for the person(s) named ;bove. Try8u have
received this facsimile in error, please notify us immediately by telephone and destroy this trarsmission.

d
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Improvnng Commumcahons Among Dental Professional

- Préicttical Hyc

August 15, 2000

Markus Herzig

Executive Directar of Regulatory Affairs ) -
OraPharma, Incd -

732 Louis Drive™ ‘ -

Warminster, PA 18974 o . -

Dear Mr. Herzig:

4  This letter is to explain a misprint that appeared within the July/August, 2000 issue of the
i * Journal of Practical Hygiene. The “Hot Off The Press” department, on page 12 of that issue,
v erroneously stated that “OraPharma, Inc. has received FDA approval for its Minocycline
: Periodontal Therapeutic System (MPTS).” This statement should have read, “OraPharma, Inc.
has received FDA acceptance for its submission of a New Drug Application (NDA) for its
Minocycline Periodontal Therapeutic System (MPTS).” This erratum will appear in the next
issue of the Jourmal of Practical Hygiene (September/October, 2000) on the "detor S
Message” page. I apologize for any inconvenience this error may have caused you.

Jill Rethman, RDH, BA
Editor-in-Chief
Journal of Practical Hygiene

: ,g . .‘éc:' ;3]?1:;1133

J. Wharton

AN

-
Editorial Office:1000 Wyckoff Avenue = Mahwah, NJ 07430 ¢ 800~899-5356 = 201-891-3200
: Fax: 201-891-2626 = E-Moll: Jphe@montogemedia.com

£ /7 -4 coee-oun WADT: 1 nAN? -at1-gny
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- Contsect: Jill Rethman
Editor-in-Chicf_ _
Montage Media Cpryont.on .o

" (201) 891-3200 ' '

MONTAGE MEDIA

€C O B P © L A Y I Q w

- L .~ -Den’éxl Proftzssionais
'Plcasc be advxscd that mthm the recent July/August issue of The Journal of Pracucal Hygteue in -
the “Hot“Oﬁ"t}x ress’ " section (page 12),an erroncous statement was made “OraPharma Inc. hu- |
. reccwed FDA approval for its Mmocyclme Periodontal ‘I‘hcraﬁcuttc System (MP rs).” Thts
statement should havc read, “Ora.Pharma, Inc. has rcccwed FDA' acceptancc for its submission or a
New Drug A.pphcatlon (NDA) for its- Mmocyclmc Pcnodonta] Therapcuhc Systcm (MPTS)"

While . lhls exratum Wwill appear wuthm the next issue of The Joumal of Pmcucal Hyg:enc

(Scptcmbu'l Octobcr 2000) we felt-it was 1mportanl to inform you of thxs €rTor as soon as possxble

If ydu have any thestiom rcgarding this ovcréight, please contact Jill Rethman, Editor-in-Chief of

The Journal of Practical Hygiene, at (201) 891-3200.

1Y)

.' -;
¥
-

1000 WYCKOFF AVENUF - MAHWAH, NEW JERSEY 07430 » 201-8917-3200 « FAX: 201-891-2676
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DRAPHARMA INC. T

FOR IMMEDIATE RELEASE | - -

Contact: ) ' ‘ S
Michael Kishbauch . Juliane Snowden (investors), 212/510-9286 -
James A. Ratigan ' Michael Su (investors). 212/510-9346 L
OraPharma, Inc. Karina Byrne (media), 212/510-3266 '
215/956-2200 Thomson Financial Investor Relations

U

" FDA ACCEPTS ORAPHARMA’S NEW DRUG APPLICATION FOR MPTS
~ IN ADULT PERIODONTITIS ; g

o

WARMINSTER, PA-— April 26, 2000 - OraPharma, Inic. (Nasdaq: OPHM), a company in the emerging
field of oral care medicine, today announced the U.S. Food and [Drug Administration (FDA) has
accepted the Company's February 17, 2000 submission of a New Drug Application (NDA) for MPTS
(Minocycline Periodontal Therapeutic System). Phase 3 clinical data. announced on November 29,
1999, demonstrated MPTS, when used as an adjunct to scaling and root planing, significantly reduced

~ pocket depth versus scaling and root planing alone for the treatmeh't of adult periodontitis. -

*We are very pleased the FDA has accepted our NDA and is now in the process of reviewing the
application. This marks yet another milestone for OraPharma. We have worked very closely with the ™
Agency on the design and conduct of the MPTS trials, as well as the preparation of the NDA, and \k—‘e -
will continue to do so through the review and approval process,” said Mike Kishbauch, President and
Chief Executive Officer of OraPharma  “The Phase 3 MPTS study was the largest periodontal
therapeutic study ever conducted. and the results showed a clear benefit in patients using MPTS in
conjunction with scaling and root planing, the standard therapy for the treatment of perioddntitis.

_Additionally, in patignts with more severe disease and patients at higher risk, the benefit appears to be
pariiculariy strikiresg

MPTS, the broad-spectrum antibiotic minocycline encapsulated in bioresorbable microspheres, is )
delivered as a dry powder via a specially designed unit-dose dispenser into periodontal pockets. The
drug is released over an extended time period as the microspheres dissolve. providing the patient with

long-term site-specific therapy for adult periodontitis. OraPharma is seeking marketing approval for
w ‘ .
MPTS as an adjunctive treatment to scaling and root planing.

OraPharma conducted its Phase 3 dlinical trials at 23 centers across the United States and tested

MPTS in over 900 patients with moderate to severe adult periodontitis. The patients were enrolled in



FDA Accepts OraPharma’s New Drug Application for MPTS . -
Page 2 of 2 ‘ T

one of three arms: MPTS with scaling and root planing, scaling and root planing with a placebo, and -
' scaling and root planing alone.

While periodontal disease affects more than 50 million people in the U S E;ss than a quarter of them
are currently receiving treatment. In addition fo being a major cause of toothloss in adults, periodontal '
disease is believed to be a potential complicating factor in coronary heart disease, diabetes, and
prema—tbre birth, as well as low infant birth weight. Providing more effective and convenient periodontal N
treatment to miore ¥ ople is one of OraPharma’s major goals.

B s

—

Founded in 1996, OraPharma, inc., is dedicated to the research, development and marketing of -
pharmaceutical products for oral healthcare. MPTS represents a promising therapeutic advance for
periodontal disease. The Company's other current technological initiatives are focused on the areas

of bone and ﬁssue regeneration, oral mucositis secondary to cancer thérapy, and pain/trauma
management. OraPharma successfully completed an initial public offering on March 9, 2000, and is
listed on the Nasdaq National Market under the symbol “OPHM.”

Statements included in this press release that are not histoncal in nature are “forward-looking
statements” within the meaning of the Private Securities Litigation Reform Act of 1995. These
statements include statements regarding the benefits of MPTS. The Company cautions readers that ~
forward-looking statements are subject to certain nsks and uncertainties, which could cause actual
results to differ materially, due to the risks and factors identified from time to time in the Company's
reports filed with the U.S. Securities and Exchange Commission, including its Form S-1"and ~
amendments. We claim the protection of the Safe Harbor for forward-loaking statements contained in
the Private Securities Litigation Reform Act of 1995.
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Nay educared, informes, and aware of the latest trends in the medical
profession. This up-to-date information is published periodically, and
featares vahuable resources gathered from hiedical journal, consumer
publications, company ncwsletiers, and websites. )

Anmgohgmﬂyofmt}unzooowomm,k'dwmm:jom]cﬂcmi

* has found thar periodontal diSeases may be significant itk factors tn the birth-

of peeterm low birth weight-babies. To create awareness of this problem,

ion has teamcd up with the Nagona! Healkhy Mothers, Healthy
Babies Coalition (HMHB), t© deveiop a program called “Brush For Two,® an
otganizadon that delivers imporant public bealth mformation regarding the link
betveen gumn discases and preterro low bisth weight bables. Por more infor-
wmation, contact 877-BRUSH4-2. .

L

The National Womcen's Health Report, published by the Natonal Women's.
Health Resource Center, provides up-10-date informaton on women's heaith
issues. A recent issue reviewed oral healih across the lifespan, diaberes,
and medication use. Call 1.877-98NWHRC for subsaription information, ot
visit their wehsite 3t www healthywomen.org. Another cxcellent resource:

The Harvard Women's Health Watch. Contact them at 800-829-5921 or
alth.harvacd.edu. :

A new slow-rcleuse product to treat periodontitis will soon join the ranks
of Adisite®, PerioChip®, and Atridox™. OraPharmma, lnc has-received FDA
approval for its Minocycline Periodontal Therapeudc Sysiem (MPTS). When
used as an adjunct to scaling & root planing, it was shown to significanily

reduce pocket depths In adult periodonuds patients. MPTS contains the -

broad-spectrum antibiotic minocydine encapsulated in blorcsordable micro-

spheres. K is delivered 23 a dry powder via a specially designed unit-dase -
- dispeaser. For further information, contact OraPharma at 215-956-2200.

In 1994, Congress dercgulated the harbal medidine industry by passing the
Dietary Supplements Heahth and EducagonMct. The law assumes thar herbal
remcdies are narural and pose few risks. Recent reponts of side cffects and
interactions with prescription medicines, however, qucstion the safety of
herbal medicine. Be sure 10 ask patients if they are using 2oy alternative
therapies and keep abreast of currear concermns. Resources include: The
National Center for Complementary and Alieraative Medictae (888-644-6226),
The Food & Drug Administration (800-FDA-1088, wwv/ fda gov/medwarch),
and Thc Americis Bownical Councdil (800-373-7105, www herbalgam org).

Dr. Michael Roiren, a2 Chicago Internist and Anesthesiologist, is having a
positive impua ow millions of consumers’ attitudes woward Hossiog and omnal
bealth care in genenal. In his book, “RealAge: Arc You as Young as You
Can Be” he mates that Bassing can actually help yous patients live. longer
and youngez .up 10 6.4 years younger The RealAge prognm is based on
cuting-edge research composed of 25,000 medical studies that have been
sdcntifically analyzed to dctermine behavioes that could delay the cffccts
of aging. Other positive behaviors inctude having a pet, excrcising. and
drinking onc glass of red wine a day. Por reore information, see Dr. Roizen's
website, www RealAge.com. or the John O. Butler Company's website,
worw LivingYounger.com.
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